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Reference Exaxnple 156 

To a mixture of 3-benzyloxy-4~ethoxyben%yl alcohol (4.80 
g) , acetone cyanohydrin (3.50 g) r triphenylphosphine (9.86 g) 
and tetrahydrofuran (100 ml) was dropwise added a 40% toluene 

5 solution (16.16 g) of diethyl azodicarboxylate at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was. concentrated. The residue was subjected 
to silica gel column chromatography, and (3-benzyloxy-4- 
ethoxyphenyl) acetonitrile (3,68 g, yield 74%) was obtained as 

10 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio) . 

X H~£MR (CDC1 3 )5: 1*47 (3H, t, J-6 . 8 Hz), 3.67 (2H, s) , 4.12 
(2H, q, J-6. 8 Hz) , 5.15 (2H, s) , 6.74-6.96 (3H, m) , 7.28-7.47 
(5H r m) . 

15 Reference Exaiaple 157 

A mixture of (3-benzyloxy~4-ethoxyphenyl) acetonitrile 
(3.68 g) f 4N aqueous sodium hydroxide solution (10 ml) and 
ethanol (50 ml) was stirred under reflux overnight. After 
cooling, the reaction mixture was acidified by slowly adding 

20 cone, hydrochloric acid (5 ml) . After concentration, the 
residue was dissolved in ethyl acetate. The obtained ethyl 
acetate solution was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. A mixture 
of the residue, a 10% solution (20 ml) of hydrochloric acid in 

23 methanol and methanol (50 ml) was stirred overnight at room 

temperature. After concentration, the residue was dissolved in 
ethyl acetate. The obtained ethyl acetate solution was washed 
with saturated aqueous sodium chloride solution, dried (MgS0 4 ) 
and concentrated. The residue was subjected to silica gel 

30 column chromatography, and methyl (3-ben£yloxy~4- 

ethoxyphenyl) acetate (2.99 g, yield 72%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . 

X H— ISfMR (CDC1 3 )8: 1-45 (3H, t, J=7 . 0 Hz), 3.54 (2H, s) , 3.69 
35 (3Hr sJr 4,n ( 2H, q, J-7.0 Hz), 5.13 (2H, s) , 6.70-6.88 (3H, 
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m) , 7.27-7,48 (5H r m) • 
Reference Example 158 

A mixture of methyl (3-benzyloxy-4-ethoxyphenyl) acetate 
(2.99 g> , 5% palladium-carbon (0.61 g) and tetrahydrofuran (50 
5 ml) was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (4-ethoxy-3- 
hydroxyphenyl) acetate (1.89 g, yield 90%) was obtained as a 
10 colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio).. 

1 H-NMR (CDC1 3 )8: 1*44 (3H, t, Hz) r 3.54 (2H, s) , 3.69 

<3H r s) , 4.11 (2K, q, J=7 . 0 Hz), 5.61 (1H, s) , 6.72-6.89 (3H, 
m) - 

15 Reference Exaumple 159 

A mixture of 3-f luorosalicylaldehyde (5.20 g) , benzyl 
bromide (4.5 ml), potassium carbonate (5.26 g) and N,N- 
dimethylformamide (75 ml) was stirred overnight at room 
temperature. The reaction mixture was poured into dilute 

20 hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 2- 
benzyloxy-3-f luorobenzaldehyde (8.24 g, yield 96%) was 

25 obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (l;4 r volume ratio). 

'H-NMR (CDC1 3 )8: 5.28 (2H, s) , 7.07-7.16 <1H, ra) , 7.24-7.42 
<6H, m) , 7.56-7.60 (1H, m) , 10.25 (lH r s) . 
Reference Example 160 

30 to a solution of 2-benzyloxy-3-f luorobenzaldehyde (8.24 

g) in tetrahydrofuran (50 ml) was added lithium aluminum 
hydride (0.45 g) at 0°C, and the mixture was stirred at room 
temperature for 1 hour. Sodium sulfate 10 hydrate (4.02 g) was 
added to the reaction mixture, and the mixture was stirred at 

35 room temperature for 1 hour. The precipitate was removed by 
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filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and 2- 
benzyloxy-3~fluorobenzyl alcohol (8.18 g, yield 98%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
5 acetate . 

X H-^MR (CDC1 3 )8: 1.87 (1H, t, J=6.6 Hz), 4.58 (2H, d, J-6.6 
Hz), 5.17 (2H, a) r 6.97-7.13 (3H r m) , 7.34-7.46 (5H f m) . 
Reference Example 161 

To a mixture of 2-benzyloxy-3-f luorobenzyl alcohol (8.10 
J 0 g) , acetone cyanohydrin (4.95 g) , triphenylphosphine (18,57 g) 
and tetrahydrofuran (150 ml) was dropwise added a 40% solution 
{30.36 g) of diethyl azodicarboxylate in toluene at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
25 to silica gel column chromatography, and 2-benzyloxy-~3- 

fluorophenylacetonitrile (7.20 g, yield 85%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 

^H-MR (CDC1 3 )8: 3.56 <2H, s) , 5.19 (2H, s) , 6.98-7.18 (3H, m) , 
2* 7.30-7.46 (5H, m) . 

Reference Exanqple 162 

A mixture of 2~benzyloxy~3~f luorophenylacetonitrile (7.20 
g) , 4N aqueous sodium hydroxide solution (10 ml) and ethanol 
(50 ml) was stirred under reflux overnight. After cooling, the 
25 reaction mixture was acidified by slowly adding cone. 

hydrochloric acid (4 ml) . After concentration, the residue was 
dissolved in ethyl acetate. The obtained ethyl acetate 
solution was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. A mixture of the 
30 residue, a 10% solution (50 ml) of hydrochloric acid in 

methanol and methanol (50 ml) was stirred overnight at room 
temperature. After concentration, the residue was dissolved in 
ethyl acetate. The obtained ethyl acetate solution was washed 
with saturated aqueous sodium chloride solution, dried (MgS0 4 ) 
35 and concentrated. The residue was subjected to silica gel 
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column chromatography, and methyl (2-benzyloxy-3- 
fluorophenyl) acetate (6.63 g, yield 81%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 
5 X H~NMR (CDC1 3 )S: 3.62 (5H, s) , 5.12 (2E r s) , 6.94-7.12 (3H, m) , 
7.26-7.47 (5H, m) . 
Reference Example 163 

A mixture of methyl {2-benzyloxy-3~~f luorophenyl) acetate 
(6.63 g) , 5% palladium-carbon (1.44 g) and tetrahydrofuran 
10 {150 ml) was stirred overnight at room temperature under a 
hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (3- 
fluoro-2-hydroxyphenyl) acetate (4.53 g, yield 98%) was 
^ 5 obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). 

l H~NMR (CDC1 3 )S: 1.58 (1H, br t> , 3.71 (2H, s) , 3.74 (3H, s) , 
6.74-7.08 <3H, m) . 
Reference Example 164 
zo A mixture of [1- (5-chloro-2-pyridyl) -3~isopropyl-lH~ 

pyrazol-4~yl] methanol (2.00 g) , activated manganese dioxide 
(6.08 g) and tetrahydrofuran (50 ml) was stirred overnight at 
room temperature. The insoluble material was removed by 
filtration and the filtrate was concentrated. The residue was 
25 subjected to silica gel column chromatography, and l-(5- 

chloro-2-pyridyl) ~3-isopropyl-lH-pyrazole-4-carbaldehyde (1.84 
g, yield 93%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
The crystals were recrystallized from ethyl acetate-hexane. 
30 melting point: 69-70°C. 
Reference Example 165 

To a mixture of 1- (5-chloro-2-pyridyl) -3-isopropyl~lH~ 
pyra&ole~4-carbaldehyde (1.50 g) r ethyl 

diethylphosphonoacetate (1.62 g) and N ,H-dimethylf omamide (30 
35 ml) was added sodium hydride (60%, in oil, 0.27 g) at 0^C and 
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the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
5 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography,, and ethyl 
(E) -3- [1- (5-chloro-2~pyridyl) -3~isopropyl-lH-~pyrasol-4~ 
yljpropenoate (1.83 g, yield 95%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
10 (1:4, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 105~106°C. 
Reference Example 166 

A mixture of 2-ethylbutanoic acid (7.03 g) , 1,1'- 
carbonyidiimidazole (10.30 g) and tetrahydrofuran (200 ml) was 
15 refluxed for 1.5 hours. After cooling to room temperature, 
magnesium chloride (6.66 g) and potassium ethyl malonate 
(11.90 g) were added and the mixture was refluxed for 1.5 
hours. The reaction solution was acidified with dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
20 acetate layer was washed with saturated aqueous sodium 

chloride solution, dried (MgS0 4 ) and concentrated. A mixture 
of the residue and N,N-dimethylf ormamide dimethyl acetal 
(15.00 g) was refluxed for 1 hour, and concentrated under 
reduced pressure. The residue was dissolved in ethanol (100 
25 ml) , and a solution of hydrazine monohydrate (3.03 g) in 
ethanol (30 ml) was slowly added at room temperature. The 
mixture was stirred overnight. The reaction mixture was 
concentrated under reduced pressure and the residue was 
dissolved in ethyl acetate. The obtained ethyl acetate 
30 solution was washed with saturated aqueous sodium chloride 
solution, dried (MgSG 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography , and ethyl 3- (1- 
ethylpropyl)~lH-pyrasole~4-carboxylate (9.83 g, yield 77%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
35 acetate-hexane (1:2, volume ratio). 
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1 H-NMR (CDC1 3 )8: 0.85 (6H, t f J=7 . 0 Hz) , 1.36 (3H, t, J=7 . 0 
Hz), 1.50-1.88 (4H, m) , 3.28-3.50 {lH r m) f 4.29 {2H r q, . 0 

Hz) , 7.96 <1H, s) . 
Reference Example 167 
5 A mixture of ethyl 3- (1-ethylpropyl) -lH~pyrazole-4- 

carboxylate (5.00 g) , 2~~chloro~5- (trif luorornethyl) pyridine 
{4,35 g) , potassium carbonate (4.84 g) and N,N- 
dimethylformamide {75 ml) was stirred overnight at 100°C. The 
reaction mixture was poured into dilute hydrochloric acid, and 

10 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgSG^) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- (1-ethylpropyl) -1- [5~ 
( trif luorornethyl) -2-pyridyl] -lH-pyrazole~4-carboxylate (7.45 

15 <3r yield 88%) was obtained as a colorless oil from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). 
1 H— NMR (CDC1 3 )8: 0.88 {6H, t, J=7 . 2 Hz), 1.38 (3H, t, J-7.0 
Hz), 1.60-1.95 (4H, m) , 3.20-3.40 (1H, m) , 4.32 (2H, q, J=7 . 0 
Hz), 7.98-8,17 (2H, m) , 8.65-8.70 (1H, m) , 8.99 (1H, s) . 

20 Reference Example 168 

To a solution of ethyl 3- ( 1-ethylpropyl) -1- [5~ 
(trif luorornethyl) -2-pyridyl ] ~lH-pyrazole-4-carboxylate {6,58 
g) in tetrahydrofuran (50 ml) was dropwise added a 1.0 M 
solution (40 ml) of diisobutylaluminum hydride in hexane at 

25 0°C, and the mixture was stirred at room temperature for 1 

hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 

30 subjected to silica gel column chromatography, and {3~{1~ 

ethylpropyl) -1- [5- (trif luorornethyl) -2-pyridyl] ~lH~pyrazol~4- 
yl}methanol (5.16 g, yield 89%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:1, 
volume ratio) . 

35 ^-NMR (CDC1 3 )5: 0.88 (6H, t, J=7 . 4 Hz), 1.42 (1H, t, J-5.2 
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Hz), 1.66-1.88 (4H, m) , 2,60-2.80 (1H, m) , 4,64 (2H r d, J-5.2 
Hz), 7,93-8.11 (2H, m) , 8.50 (1H, s) , 8.61-8.65 (1H, m) - 
Reference Exaircple 169 

A mixture of {3- ( 1-ethylpropyl) -1- [5- (trif luoromethyl) -2- 
5 pyridyl]-lH-pyrazol-4-yl}methanol (5.00 g) , activated 

manganese dioxide (15.18 g) and tetrahydrofuxan (50 ml) was 
stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography, 
10 and 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) ~2-pyridyl] -1H- 
pyrazole-4-carbaldehyde {4.75 g, yield 95%) was obtained as a 
colorless oil from a fraction eiuted with ethyl acetate-hexane 
(1:4, volume ratio ) , 

l H-NMR (CDC1 3 )5: 0.88 (6H, t, J»7 . 4 Hz), 1.68-1,94 (4H, m) , 

15 3.08-3.20 (lH r m) , 8.02-8,17 (2H, m) , 8.67-8,72 (1H, m) , 9.03 
(1H, s) , 10.03 (1H, s) . 
Reference Example 170 

To a mixture of 3- (1-ethylpropyl) -1- [5- (trif luoromethyl) - 
2-pyridyl] -lH-pyrazole-4-carbaldehyde (4.70 g) , ethyl 

20 diethylphosphonoacetate (4.06 g) and 1ST , N-dimethylf ormamide (50 
ml) was added sodium hydride (60%, in oil, 0.66 g) at 0°C and 
the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with dilute 

25 hydrochloric acid and then with saturated aqueous sodium 

chloride solution, dried (MgSCu) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
(E) -3- {3- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazol-4-yl}propenoate (5.45 g, yield 95%) was obtained as a 

30 colorless oil from a fraction eiuted with ethyl acetate-hexane 
(1:4, volume ratio) . 

l H-HMR (CDC1 3 )5: 0.88 (6H, t, J-7.4 Hz), 1.34 (3H, t, J=7 . 0 
Hz), 1.66-1.90 (4H, m) , 2.70-2.88 (1H, m) , 4.26 (2H, q, J-7.0 
Hz), 6.30 (1H, d, J-16.0 Hz), 7.61 (1H, d, J-16.0 Hz), 7.97- 
25 8.14 (2H, m) , 8,62-8.69 (1H, m) , 8.78 (1H, s) . 

199 



WO 03/099793 PCT/JP03/06389 

Reference Example 171 

A mixture of ethyl (E) -3-{3- (1-ethylpropyl) -1- [5- 
( tr if luoromethyl ) -2 -pyr idyl ] -lH-pyrazol-4-yl } pr openoate (5*45 
g) , 5% palladium-carbon (1*02 g) and tetrahydrofuran {50 ml) 
5 was stirred at room temperature for 1 hour under a hydrogen 

atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- {3- (1-ethylpropyl) -1- 
[5- (trif luoromethyl) -2-pyridyl] -lK-pyrazol~4-yl } propionate 

10 (5.28 g, yield 97%) was obtained as a colorless oil from a 

fraction eluted with ethyl acetate-hexane (1:2, volume ratio)* 
X R— NMR (CDC1 3 )5: 0.87 (6H, t r J=7 . 2 Hz), 1.27 <3H, t f J-7 - 0 
Hz), 1.64-1.86 (4H, m) , 2*51-2.68 {3H, m) , 2*76-2.88 (2H, m) , 
4*16 {2H, q, J-7.0 Hz), 7,90-8.07 (2H, m) , 8.29 (1H, s) , 8.58- 

15 8.62 (1H, m) . 

Reference Example 172 

To a solution of ethyl 3~{3- (1-ethylpropyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propionate (5 .20 
g) in tetrahydrofuran (30 ml) was dropwise added a 1*0 M 

20 solution (30 ml) of diisobutylaiuminum hydride in hexane at 
0°C r and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

25 solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-{3-(l- 
ethylpropyl) -1- [5- {trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}~~l~propanol (4*29 g, yield 93%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 

30 (1:1, volume ratio)* The crystals were recrystallized from 
ethyl acetate-hexane, melting point: 79~80°C. 
Reference Eatairtple 173 

A mixture of 2-methylbutanoic acid (10*27 g) , 1,1'- 
carbonyldiimidazole (16.48 g) and tetrahydrofuran (200 ml) was 

35 refluxed for 1.5 hours* After cooling to room temperature, 
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magnesium chloride (10.58 g) and potassium ethyl malonate 
(18.92 g) were added and the mixture was refluxed for 1.5 
hours* The reaction solution was acidified with dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 

5 acetate layer was washed with saturated aqueous sodium 

chloride solution, dried (Mg30 4 ) and concentrated. A mixture 
of the residue and N,H-dimethylf ormamide dimethyl acetal 
(18.05 g) was refluxed for 1 hour, and concentrated under 
reduced pressure. The residue was dissolved in ethanol (150 

10 ml) and a solution of hydrazine monohydr ate (5.13 g) in 
ethanol (50 ml) was slowly added at room temperature. The 
mixture was stirred overnight. The reaction mixture was 
concentrated under reduced pressure and the residue was 
dissolved in ethyl acetate* The obtained ethyl acetate 

15 solution was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3-(l- 
methylpropyl) -lH~pyrazole-4-carboxylate (14.48 g f yield 73%) 
was obtained as a colorless oil from a fraction eluted with 

20 ethyl acetate-hexane (1:2, volume ratio). 

1 H-NMR (CDC1 3 )5: 0.91 <3H, t, J-7 . 2 Hz), 1.31 (3H, d, J=7 . 2 
Hz), 1.36 {3H, t, J-7. 2 Hz), 1.50-1.82 (2H, m) , 3.44-3.58 (1H, 
m) , 4.29 (2H, q, J-7 . 2 Hz), 7.94 (1H, s) . 
Reference Example 174 

25 a mixture of ethyl 3- (1-methylpropyl) -lH-pyrazole-4- 

carboxylate (10.00 g) , 2~chloro-5- (trif luoromethyl) pyridine 
(9.38 g) , potassium carbonate (8.66 g) and N,N™ 

dimethy If ormamide (100 ml) was stirred overnight at 100°C. The 
reaction mixture was poured into dilute hydrochloric acid, and 
30 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgSG 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- (1-methylpropyl) -1- [5- 
( trif luoromethyl) ~2-pyridyl] -lH-pyrazole-4-carboxylate (15.39 
35 gr yield 88%) was obtained as colorless crystals from a 
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fraction eluted with ethyl acetate-hexane {1:4 , volume ratio). 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 63-~64°C. 
Reference Example 175 
5 To a solution of ethyl 3- (l~methylpropyl) -1- [5~ 

(trif luoromethyl) ~~2~-pyridyl] -lH-pyrazole-4-carboxylate (13 . 44 
g) in tetrahydrofuran (100 ml) was dropwise added a 1.0 M 
solution (90 ml) of diisobutylaluminum hydride in hexane at 
Q°C, and the mixture was stirred at room temperature for 1 
10 hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSQ 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and {3- (1- 
15 methylpropyl) -1- [5™ (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~ 
yljmethanol (10.86 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 76-77°C. 
20 Reference Example 176 

A mixture of {3- (1-methylpropyl) -1™ [5- (trif luoromethyl) - 
2-pyridyl]~lH~pyrazol-4-yl}methanol (8.00 g) , activated 
manganese dioxide (24.16 g) and tetrahydrofuran (100 mi) was 
stirred overnight at room temperature. The insoluble material 
25 was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3- (1-methylpropyl) -1- [5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazole-4-carbaldehyde (7.39 g, yield 93%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
30 hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 82™83°C. 
Reference Example 177 

To a mixture of 3~ (1 -methylpropyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH»pyrazole-4~carbaldehyde (6 . 50 
35 g) , ethyl diethylphosphonoacetate (5.06 g) and N,N- 
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dimethylformamide (50 ml) was added sodium hydride (60% , in 
oil, 0.88 g) at 0°C and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with dilute hydrochloric acid and then with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl (E) -3- { 3- (1-methylpropyl) -1™ [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyrazol~4-yl}propenoate (7 . 59 
1( > g, yield 95%) was obtained as colorless crystals from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 75-76°C. 
Reference Exairgple 178 
*5 A mixture of ethyl (E) -3-{3- (1-methylpropyl) -1- [5- 

(trif luoromethyl) ~2-pyridyl ] ~lH™pyrazol-4-yl Jpropenoate {7.30 
g) , 5% palladium-carbon (1.48 g) and tetrahydrof uran (50 ml) 
was stirred at room temperature for 1 hour under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
20 filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- {3- (1-methylpropyl) -1- 
[5- (trif luoromethyl) -2-pyridyl] -!H-pyrazol-4-yi} propionate 
(7,21 g, yield 98%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:2, volume ratio). 
25 Ih-MMR (CDC1 3 )8: 0,92 (3H, t, J«7 . 2 Hz), 1.20-1.34 (6H, m) , 

1.54-1.90 (2H, m) , 2.58-2.68 (2H, m) , 2.76-2.87 (3H, m) , 4.16 
(2H, q, J=7.2 Hz) , 7.90-8.05 (2H, m) , 8.28 (1H, s) , 8,57-8.63 
(1H, m) . 

Reference Example 179 

30 xo a solution of ethyl 3- {3- (1-methylpropyl) -1- [5- 

( trif luoromethyl) -2-pyridyl] ~lH-pyra£ol-4~yl } propionate (7.20 
g) in tetrahydrof uran (50 ml) was dropwise added a 1.0 M 
solution (50 ml) of diisobutylaluminum hydride in hexane at 
0°C r and the mixture was stirred at room temperature for 1 

35 hour. The reaction mixture was poured into dilute hydrochloric 
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acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-{3- (1- 
5 methylpropyl) -1- [5- (trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4- 
yl}~l~~propanol (6.09 g, yield 95%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(l;l r volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 72-7 3°C. 
10 Reference Example 180 

A mixture of 2-methylpentanoic acid (11.65 g) T 1,1'- 
carbonyldiimidazole (17.89 g) and tetrahydrofuran (200 ml) was 
refluxed for 1.5 hours. After cooling to room temperature, 
magnesium chloride {10.48 g) and potassium 
15 ethoxycarbonylacetate {18.75 g) were added and the mixture was 
refluxed for 1.5 hours. The reaction solution was acidified 
with dilute hydrochloric acid r and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
z° concentrated. A mixture of the residue and N,lSh- 

dimethylformamide dimethylacetal (17.90 g) was refluxed for 1 
hour, and concentrated under reduced pressure. The residue was 
dissolved in ethanol (200 ml) , and a solution of hydrazine 
monohydrate (5.10 g) in ethanol {50 ml) was slowly added at 
25 room temperature. The mixture was stirred overnight. The 
reaction mixture was concentrated under reduced pressure and 
the residue was dissolved in ethyl acetate. The obtained ethyl 
acetate solution was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
30 was subjected to silica gel column chromatography, and ethyl 
3- (1-methylbutyl) -lEHpyrazole~4-carboxylate (16.85 g, yield 
80%} was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:2, volume ratio). 
a H-NMR (CDC1 3 )8: 0.90 (3H, t, J=7 . 0 Hz) , 1.18-1.44 (6H r m) , 
3* 1.48-1.80 {4H, m> , 3.52-3.70 (1H, m) , 4.30 (2H, q, J=7 . 0 Hz) , 
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Reference Example 181 

A mixture of ethyl 3- (1-methylbutyl) -lH-pyrazole-4- 
carboxylate (6.50 g) , 2-chloro-5- (trif luoromethyl) pyridine 
5 (5.85 g), potassium carbonate (5.09 g) and N,N- 

dimethylformamide (100 ml) was stirred overnight at 100°C. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
10 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- <l~methylbutyl) -1- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazole-4-carboxylate (9.71 
g, yield 88%) was obtained as a colorless oil from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). 
15 1 H— NMR (CDC1 3 )5: 0.91 <3H, t, J-7 . 2 Hz), 1.23-1.92 (10H, m) , 
3.44-3.59 (1H, m) , 4.32 (2H, q, J-7.2 Hz), 8.00-8.15 (2H, m) , 
8.65-8.69 (1H, m) , 8.97 (1H, s) . 
Reference Example 182 

To a solution of ethyl 3- (1-methylbutyl) -1- [5- 
20 ( trif luoromethyl) -2-pyridyl] -lH-pyrazole-4-carboxylate (9.71 
g) in tetrahydrofuran (100 ml) was dropwise added a 1.0 M 
solution (60 ml) of diisobutyl aluminum hydride in hexane at 
0°C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
25 acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and {3- (1- 
methylbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
30 yl)methanol (8.21 g, yield 96%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:1, 
volume ratio) . 

1 H— NMR (CDC1 3 )5: 0.91 (3H, t r J-6.8 Hz), 1.27-1.90 (8H, m) , 
2.88-3.10 (1H, m) , 4.65 (2H, d, J=6 . 2 Hz), 7.93-8.10 (2H, m) , 
35 8.48 (1H, s), 8.60-8.66 (1H, m) . 
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Reference Example 183 

A mixture of { 3- (1-methylbutyl) -1- [5- (trif luoromethyl) -2- 
pyridyI]™lH-pyraz:ol-4-yl}methanol (8.21 g) , activated 
.manganese dioxide (26.48 g) and tetrahydrofuran (100 ml) was 
5 stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3» (1-raethylbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -1EH 
pyrazole-4-carbaldehyde (7.56 g, yield 93%) was obtained as 
10 colorless crystals from a' fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 63-64°C. 
Reference ExarrgxLe 184 

To a mixture of 3- (1-methylbutyl) -1- [5- {trif luoromethyl) - 
15 2-pyridyl]-lH~pyrazole-4-carbaldehyde (7.40 g) , ethyl 

diethylphosphonoacetate (5.50 g) and N r H-dimethylformamide (70 
ml) was added sodium hydride (60%, in oil, 0.96 g) at 0°C, and 
the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into water, and extracted with 
20 ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
(E) -3- {3- (1-methylbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -1H- 
25 pyrazoi-~4~yl}propenoate (8.15 g, yield 90%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . 

X H~~M*R (CDC1 3 )5: 0.92 (3H, t, J=7 . 2 Hz), 1.24-1.45 (8H r m) , 
1.56-1.88 (2H, m), 2.98-3.14 (1H, m) , 4.27 (2H, q, J-7.2 Hz), 
3 ° 6.29 (IB, d, J-16.2 Hz), 7.62 (IB, d, J-16.2 Hz), 7.98-8.13 
(2H, m) , 8.64-8.70 <1H, m) , 8.76 (1H, s) . 
Reference Example 185 

A mixture of ethyl (E) -3~{3- (1-methylbutyl) -1- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl Jpropenoate (8.15 
35 g) r 5% palladium-carbon (1.33 g) and tetrahydrofuran (75 ml) 
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was stirred at room temperature for 1 hour under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3-{3~ (l-met±iylbutyl) -1- 
5 [5- (trif luoromethyl) -2 -pyridyl ] -lH-pyrazol-4-yl } propionate 
(8.10 g, yield 99%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane {1:2, volume ratio). 
'H-NMR {CDC1 3 )8: 0.91 <3H, t, J-7 . 4 Hz), 1.22-1.90 (10H, m) , 
2.58-2.68 (2H, m) , 2.76-2.98 (3H r m) , 4.16 (2H, q, J=7 . 0 Hz) , 

10 7.90-8.06 <2H, m) , 8,28 (IE, s) r 8.58-8.63 (1H, m) . 
Reference Example 186 

To a solution of ethyl 3-{3-~ (1-methylfoutyl) -1™ [5~ 
(trif luoromethyl) -2~pyridyl] -lH-pyrazol-4-yl} propionate (8 . 10 
g) in tetrahydrofuran (50 ml) was dropwise added a 1.0 M 

15 solution (50 ml) of diisobutylaluminum hydride in hexane at 
0°C, and the mixture was stirred at room temperature for 1 
hour. The reaction mixture was poured into dilute hydrochloric 
acid, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

20 solution , dried (MgSO^) and concentrated. The residue was 
subjected to silica gel column chromatography, and 3-{3-(l~~ 
methylbutyl) -1- [5- (trif luoromethyl) -2-pyridyl] -~lH-pyrazol-4- 
yl}-l-propanol (6*63 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 

25 (1:1, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 72-73°C. 
Reference Example 187 

To a solution of 3-isopropyl-4- [3- 
(methoxymethoxy) propyl 3 -IH-pyrazole (0.90 g) in N,N- 

30 dimethyl forrnamide (30 ml) was added sodium hydride (60% , in 
oil r 0.17 g) at 0°C and the mixture was stirred at room 
temperature for 15 minutes. 2 r 3-Dichloro-5- 
(trif luoromethyl) pyridine (0*93 g) was added at room 
temperature and the mixture was stirred overnight at 50°C. The 

35 reaction mixture was poured into water, and extracted with 
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ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 1- [3-chloro-5- (trif luoromethyl) -2- 
5 pyridyl] -3-isopropyl-4- [3- (methoxymethoxy) propyl] -lH-pyrazole 
(1.59 g, yield 96%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) 
'H-NMR (CDC1 3 )8: 1*35 (6H, d, J«7 . 0 Hz), 1.88-2.00 (2H, m) , 
2.55-2.66 (2H r m) , 2,97-3.15 (IE, m) , 3.38 (3H r s) , 3.58-3.67 
(2H, m) , 4,65 (2H, s) , 8.01 (lH r s) , 8.02-8.09 (lH r m) , 8.57- 
8.61 (1H, m) . 
Reference Example 188 

A mixture of 1- [3-~chloro-5— (trif luoromethyl) ~2~pyridyl] 
3-isopropyl-4- [3- (methoxymethoxy) propyl] -IH-pyra^ole (1. 59 g) 
cone, hydrochloric acid {0.05 ml) and methanol (50 ml) was 
refluxed for 2 hours. The mixture was concentrated under 
reduced pressure and the residue was dissolved in ethyl 
acetate. An ethyl acetate solution was washed with saturated 
aqueous sodium chloride solution,, dried (MgSO*) and 
concentrated. The residue was subjected to. silica gel column 
chromatography, and 3-{l- [3-chloro™5- (trif luoromethyl) -2- 
pyridy 1 ] ~3-isopropyl-lH-pyrazol~~4 ~yl } -1-propanol (1.33 g , 
yield 94%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (l:4 r volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 66-6 7°C. 
Reference Example 189 

To a solution of 3~isopropyl-4- [3- 
(methoxymethoxy) propyl ] -IH-pyrazole (0.98 g) in N,N- 
dimethylf ormamide (30 ml) was added sodium hydride (60% , in 
oil, 0.19 g) at 0°C and the mixture was stirred at room 
temperature for 15 minutes. 2 , 5-Dibromopyridine (1.15 g) was 
added at room temperature, and the mixture was stirred 
overnight at lOO^C. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography , and 1™ ^5-~bromo- 
2--pyridyl) ~3~~i5opropyl-4- [3- (methoxymethoxy) propyl] -1H- 
5 pyrazole (1,63 g r yield 96%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . 

X H-NMR (CDC1 3 )5: 1.32 (6H, d, tf-7.0 Hz) , 1.84-2.02 (2H, m) r 
2.52-2.64 (2H, m) , 2.94-3.10 [1H, m) , 3.38 (3H, s) , 3.55-3.66 
(2H, m) , 4.65 (2H # s) , 7.81-7.85 (2H, m) , 8.19 (IE, s) , 8.36- 
8.39 (1H, m) . 
Reference E^anple 190 

A mixture of 1- {5~bromo-2-pyridyl) -3-isopropyl-4- [3- 
( methoxymethoxy) propyl] -lH~pyrazole {1.63 g) , cone, 
hydrochloric acid (0.05 ml) and methanol (50 ml) was refluxed 
for 2 hours. The mixture was concentrated under reduced 
pressure and the residue was dissolved in ethyl acetate. An 
ethyl acetate solution was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chr omatography , and 
3- [1- (5-bromo-2-pyridyl) -3-isopropyl-lH~~pyrazol-4-yl] -1- 
propanol {1.32 g, yield 92%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 96-97°C. 
Reference Example 191 

A mixture of ethyl 3- (1-ethylpropyl) ~lH-pyrazole-4- 
carboxylate {41.42 g) , benzyl bromide (25 ml), potassium 
carbonate (30.00 g) and N,Kf-dimethylf ormamide {200 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl l-benzyl-3- (1-ethylpropyl) ~1R- 
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pyrazole-4-carboxylate {55.62 g, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio)* 

X H^MR (CDC1 3 )S: 0.84 (6H, t, J-7.2 Hz) , 1.31 (3H, t, J=7 . 2 

5 Hz), 1.60-1.88 (4H, m) , 3.14-3.32 <1H, m) , 4.23 (2H, q r J-7 . 2 
Hz), 5.27 (2H, s), 7.10-7.40 (5H r m) , 7.86 (1H, s) . 
Reference Example 192 

To a solution of ethyl l-benzyl-3- (1-ethylpropyl) -1H- 
pyrazole-4-carboxylate (55.62 g) in tetrahydrofuran (200 ml) 

0 was added lithium aluminum hydride (5,38 g) at 0°C, and the 
mixture was stirred ,at room temperature for 1 hour. Sodium 
sulfate 10 hydrate (53.88 g) was added to the reaction 
mixture, and the mixture was stirred at room temperature for 1 
hour. The precipitate was removed by filtration and the 

5 filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [l-benayl-3- (1-ethylpropyl) -1H~ 
pyrazol-4-yl]methanol (47.18 g, yield 99%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate. 
'H-NMR (CDC1 3 )5: 0.84 (6H, t, J-7.4 Hz), 1.22 (1H, br t) r 1.60- 

0 1.82 (4H, m) , 2.48-2.70 (1H, m) , 4.52 (2H, d, J-5.0 Hz), 5.26 
(2H, s) , 7.08-7.42 <6H, m) . 
Reference Sxaaaple 193 

A mixture of [l-benzyl-3- (l-ethylpropyl) -lH-pyrazol~4~~ 
yl]methanol (47.18 g) , activated manganese dioxide (152.00 g) 

5 and tetrahydrofuran (300 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and l-benzyl-3- {1~ 
ethylpropyl) -lH-pyrazole-4~carbaldehyde £42.25 g, yield 90%) 

3 was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). 

a H~NMR (CDC1 3 )S: 0.85 <6H, t, J-7 . 4 Hz) , 1.67-1.90 (4H, m) , 
2.88-3.10 (lH r m) , 5.29 (2R, s) , 7.18-7.41 (5H, m) , 7.76 {1H, 
s) , 9.87 (1H, s) , 
7 Reference Example 194 
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To a mixture of 1 -benzyl— 3— (1-ethylpropyl) -lH-pyrazole-4- 
carbaldehycie (42.25 g) , ethyl diethylphosphonoacetate {40.70 
g) and N r N-dimethylf ormamide (200 ml) was added sodium hydride 
(60%, in oil, 6,9 5 g) at 0°C and the mixture was stirred 
5 overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with dilute hydrochloric acid and 
then with saturated aqueous sodium chloride solution , dried 
(MgSt>4) and concentrated. The residue was subjected to silica 
10 gel column chromatography, and ethyl (E) -3- [l-benzyl-3- (1- 
ethylpropyl) ~~lH~~pyrazol~4-yl] propenoate (52*30 g, yield 97%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). 

l H-NMR {CDC1 3 )S: 0.83 (6H, t r J«7 . 2 Hz), 1.30 <3H, t, J«7 . 2 

15 Hz), 1.60-1.84 (4H r m) , 2.64-2.78 (1H, m) , 4.21 (2H, q, J-7.2 
Hz), 5.27 (2H, s) , 6.02 <1H, d, J-15.6 Hz), 7.08-7,42 <5H, m) , 
7.51 (1H, s) , 7.57 (1H, d, J-15.6 Hz). 
Reference Example 195 

A mixture of ethyl (E) -3- [i-benzyl-3- (l-ethylpropyl) -1H- 

20 pyrazol-4™yl]propenoate (10.00 g) , 5% palladium-carbon (10.26 
g) , formic acid (50 ml) and ethanol (50 ml) was refluxed for 5 
hours. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was dissolved in ethyl 
acetate, washed with saturated aqueous sodium chloride 

25 solution, dried (MgS0 4 ) and concentrated. The residue was 

subjected to silica gel column chromatography, and ethyl 3— [3- 
( l-ethylpropyl) -lH~pyrazol-4-yl] propionate (6.60 g, yield 91%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane {1:1, volume ratio). 

30 a H~NMR (CDC1 3 )8: 0.82 (6H, t, J«7 . 4 Hz), 1,25 (3H, t, J=7 • 4 

Hz), 1.50-1.82 (4H, m) , 2.48-2.81 (5H, m) , 4.14 {2H, q, J-7 . 4 
Hz) , 7.36 (1H, s) . 
Reference Example 196 

To a solution of 3~-isopropyl~~4- [3~ 

35 (methoxymethoxy) propyl] ™lH~pyrazole (0.90 g) in N r N- 
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dimethylformamide {30 ml) was added sodium hydride (60%, in 
oil, 0.19 g) at 0°C, and the mixture was stirred at room 
temperature for 30 minutes. 2 , 3 , 5-Trichloropyridine (0.89 g) 
was added at room temperature, and the mixture was stirred at 

5 room temperature for 3 hours. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 1— (3,5- 

0 dichloro~2-pyridyl) -3-isopropyl-4- [3- (methoxymethoxy) propyl] ~ 
lH-pyrazole (1.19 g, yield 78%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (1:5, 
volume ratio) . 

'H-NMR <CDC1 3 )8: 1,34 (6H, d, J-7 Hz), 1.85-2.00 (2H, m) , 2.55- 

5 2.65 (2H, m) , 2.95-3.15 <1H, m) , 3.38 (3H, s) , 3.62 (2H, t, 
J=6 Hz), 4.65 (2H r s) , 7.84 (1H, s) , 7.86 (1H, d, CT-2 Hz), 
8.35 (1H, d, J«2 Hz) . 
Reference Example 197 

A mixture of 1- (3 , 5-dichloro-2~pyridyi) -3-isopropyl-4~ [3- 

0 (methoxymethoxy) propyl] -lH-pyrazole (1.18 g) , cone. 

hydrochloric acid (0.1 ml) and methanol (20 ml) was refluxed 
for 2 hours. The mixture was concentrated under reduced 
pressure and the residue was dissolved in ethyl acetate. An 
ethyl acetate solution was washed with saturated aqueous 

5 sodium chloride solution, dried (MgS0 4 ) and concentrated to 
give 3- [1- (3 , 5-dichloro™2~-pyridyl) ~3~-isopropyl-lH~pyrazoi-4- 
yl]-l-propanol (1.02 g, yield 99%) as a colorless oil. 
1 H— KfMR (CDC1 3 )8: 1.34 (6H r d, J-7 Hz), 1.80-2.00 (2H, m) , 2.55- 
2.65 (2H, m) , 2.95-3.15 (1H, m) , 3.70-3.80 (2H, m) , 7.84 (1H, 

3 s) , 7.86 (lH f d, J=2 Hz) , 8.35 (1H, d, J-2 Hz). 
Reference Exanrple 198 

To a mixture of sodium ethoxide (39.58 g) and diisopropyl 
ether (800 ml) was added a mixture of ethyl valerate (74.21 g) 
and ethyl formate (50.67 g) at 0°C over 1 hour. The mixture 

7 was stirred at room temperature overnight. Acetic acid (66 ml) 
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was added to the reaction mixture over 20 minutes and then 
hydrazine monohydrate (32.0 g) was added over 10 minutes. The 
mixture was refluxed for 2 hours. Water (150 ml) was added to 
the reaction mixture and the mixture was stirred at 0°C for 1 
5 hour. The precipitated crystals were collected by filtration, 
washed with cold water and isopropyl ether, and dried to give 
gray-white crystals. To a mixture of the obtained crystals, 
triethylamine (10.1 ml) and tetrahydrofuran (70 ml) was added 
di-tert-butyl dicarbonate (16.7 ml) and the mixture was 
10 stirred overnight at room temperature. The reaction solution 
was concentrated and water was added to the residue. The 
resulting crystals^ were collected by filtration, washed with 
water and hexane, and dried to give tert-butyl 3-hydroxy-4- 
propyl-lH-pyrazole-l-carboxylate (10.30 g r yield 66%) as white 
15 crystals, melting point: 70~71°C (decomposition) . 

^-NMR (CDC1 3 )5: 0.95 {3H, t, J-7.3 Hz), 1.55-1.65 (11H, m) , 
2.35 (2H, t, J-7.4 He) , 7.62 (1H, br s) . 
Reference Eatanqple 199 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
20 pyridyl]-lH-pyrasol-4-yl}-l-propanol {660 mg) , tert-butyl 3- 
hydroxy-4-propyl-lH-pyrazole-l-carboxylate (530 mg) , 
tributylphosphine (860 mg) and tetrahydrofuran (30 ml) was 
added 1 r 1 ' -azodicarbonyldipiperidine (1.06 g) at room 
temperature and the mixture was stirred overnight. The 
25 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with diethyl ether-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance 
and 4N hydrogen chloride ethyl acetate solution (10 ml) was 
30 stirred overnight at room temperature. The reaction mixture 
was poured into saturated aqueous sodium hydrogen carbonate 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSCU) and concentrated. The obtained colorless crystals were 
35 collected by filtration to give 4-propyl~3- <3-{3~propyl~l- [5- 
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(trif luoromethyl) -2-pyridyl] -lH~pyrazol-4-yl }propoxy) -1H- 
pyrazole (700 mg, yield 79%) . melting point: 127~128°C. 
Reference Example 200 

To a mixture of 3-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
5 pyridyl]-lH-pyrazol-4-yl}-l- : -propanol (1.00 g) , tert-butyl 3~ 
hydroxy-4-propyl-lH-pyrazole-l-carboxylate (79 0 mg) , 
tributylphosphine (1.31 g) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (1.64 g) at room 
temperature and the mixture was stirred overnight. The 

10 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance 
and 4N hydrogen chloride ethyl acetate solution (20 ml) was 

15 stirred overnight at room temperature. The reaction mixture 
was poured into saturated aqueous sodium hydrogen carbonate 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

20 collected by filtration to give 3- (3-{3-ethoxy-l- [5- 

(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yi }propoxy) -4- 
propyl-lH~pyrazole (1.19 g, yield 89%). melting point: 121- 
122°C. 

1 H-NMR (CDC1 3 )5: 0.94 (3H, t r J- 7.3Hz), 1.42 (3H, t, J- 
^ 5 7.1Hz) , 1.57 (2H, sextet, J= 7.4Hz), 2.09 (2H, quintet, J= 
7.0Hz), 2.34 (2H, t, J- 7.4Hz), 2.59 <2H, t, J= 7.4Hz), 4.24 
(2H, t, J- 6.3Hz) r 4.35 (2H, q, J- 7.0Hz) r 7.14 (1H, s) P 7.80 
(1H, d r CT- 8.5Hz), 7.90 (lH r dd, J- 8,8, 2.2Hz), 8.20 (1H, s) , 
8.53-8.55 (lH f m) , 8.82 (1H, br s) . 
30 Reference Example 201 

A mixture of cyclohexylhydrazine hydrochloride (20.12 g) , 
dimethyl acetylenedicarboxylate (19.00 g) , potassium acetate 
(13.11 g) , acetic acid (70 ml) and toluene (70 ml) was stirred 
at 80°C for 3 hours. The reaction mixture was poured into 
35 water, and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO^) and concentrated. Toluene was added to 
the residue, and the resulting solid was removed by 
filtration. The filtrate was concentrated. The residue was 
5 subjected to silica gel column chromatography, and methyl 1- 
cyclohexyl-3-hydroxy-lH-pyrazole-5-carboxylate (11.86 g, yield 
40%) was obtained as colorless crystals from a fraction eluted 
with ethyl acetate-chloroform (1:6, volume ratio), melting 
point: 195-196°C. 

10 i H -NMR (CDC1 3 )5: 1.23-1.97 (10H, m) r 3.87 {3H, s) , 5.00-5. 10 
(1H, m) , 6.14 (1H, s) , 10.99 (1H, br s) . 
Reference Example 202 

A mixture of methyl l~cyclohexyl-3-hydroxy~lH~~pyrazole~5- 
carboxylate (11.00 g) , benzyl bromide {6.10 ml), potassium 

15 carbonate (6.80 g) and N,N-dimethylf ormamide (80 ml) was 

stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid f and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 

20 concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-benzyioxy-l-cyclohexyl-lH- 
pyrazole-5-carboxyiate (15.40 g, quantitative) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). 

25 a H-NMR (CDC1 3 )5: 1.18-1.48 {3H r m) , 1.65.-1.74 (IE, m) r 1.82- 
1.97 (6H, m) , 3.84 (3H, s) , 4.94-5.03 (lH f m) , 5.17 (2H, s) , 
6.18 (1H, s), 7.28-7.47 (5H, m) . 
Reference Example 203 

To a mixture of lithium aluminum hydride (4.65 g) and 

30 tetrahydrofuran (100 ml) was slowly added a solution of methyl 
3-benzyloxy-l-cyclohexyl~lH-pyrazole-5-carboxylate {15.40 g) 
in tetrahydrofuran (10 ml) at 0°G, and the mixture was stirred 
at room temperature for 30 minutes. Acetone (20 ml) was slowly 
added to decompose excess lithium aluminum hydride, and brine 

33 (13 ml) was added. The precipitate was removed by filtration 
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and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography , and {3~~benzyloxy-l- 
cyclohexyl-lH-pyrazol-5-yi) methanol (13.61 g, yield 97%) was 
obtained as colorless crystals from a fraction eluted with 
5 ethyl acetate-hexane {2:3, volume ratio), melting point: 195- 
196°C. 

l H-NMR (CDC1 3 )5: 1.20-1.45 (3H, m) , 1.55-1,73 (2H, m) , 1.84- 

2.01 (6H r m) , 3.97-4.07 (1H, m) , 4.57 {2H, d, J"- 6.1Hz), 5.15 
(2H, s) , 5.59 <1H, s) , 7.27-7.47 (5H r m) . 

10 Reference Example 204 

A mixture of (3~benzyloxy-l~cyclohexyl-lH~pyrazol-5- 
yl)methanol (12.50 g) , activated manganese dioxide (50.0 g) 
and tetrahydrofuran (250 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 

15 and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:3, volume ratio) . To a mixture of the obtained oily 
substance, ethyl diethylphosphonoacetate {6.75 g) and N r N~ 

20 dimethyl formamide (50 ml) was added sodium hydride (60%, in 
oil, 1.20 g) at 0°C and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

25 (MgSGs) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl (E) -3- (3-benzyloxy-l- 
cyclohexyl-lH-pyrazol-5-yl)propenoate {7.72 g, yield 50%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane {1:4, volume ratio). 

30 Hi-NMR <CDC1 3 )8: 1,17-1.49 (6H, m) , 1.67-1.76 {1H, m) , 1,83- 

2.02 (6H, m) , 4.06-4,15 (1H, m) , 4.26 {2H r q, J- 7.1Hz), 5.17 
(2H, s) , 5.92 <1H, s) , 6.27 (1H, d, J= 15.9Hz) r 7.28-7.47 <5H, 

m) , 7.55 (1H, d, J— 15,9Hz;). 
Reference Example 205 
35 A mixture of ethyl (S) -3- {3-benzyloxy-l~cyclohexyl~~lH- 
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pyrazol-5-yl)propenoate {7,70 g) , 5% palladium- carbon (1.0 g) , 
tetrahydrofuran (50 ml) and ethanol (50 ml) was stirred 
overnight at room temperature under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 
5 was concentrated to give ethyl 3- (l-cyclohexyl~3-hydroxy-lH~ 
pyrazol~5-yl)propanoate (5.54 g, yield 96%) as colorless 
crystals, melting point: 173-174°C. 
Reference Example 206 

To a mixture of methyl acetylenedicarboxylate (29.20 g) 
and methanol {200 ml) was added hydrazine monohydrate (10.30 
g) at 0°C, and the mixture was stirred overnight at room 
temperature. The reaction mixture was concentrated to give 
yellow crystals (28.61 g) , To a mixture of the obtained 
crystals , triethylamine (29,5 ml) and tetrahydrofuran (200 ml) 
was added di-tert~foutyl dicarbonate (48.6 ml) , and the mixture 
was stirred overnight. The reaction mixture was concentrated. 
A mixture of the obtained residue , benzyl bromide, potassium 
carbonate (29.20 g) and l^H~dimethylf ormamide (200 ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into dilute hydrochloric acid r and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. A mixture of the residue and 4N hydrogen 
chloride ethyl acetate solution (100 ml) was stirred overnight 
at room temperature. The reaction mixture was poured into 
saturated aqueous sodium hydrogen carbonate and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-benzyloxy-lH-pyrazole-5- 
carboxylate (12.10 g, yield 26%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(2:3, volume ratio). 

1 H"-NMR {CDC1 3 )S: 3.89 (3H, s) , 5.25 (2H, s) , 6.26 (1H, s) , 
7.22-7,47 (5H, m) , 10.60 (1H, br s). 
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Reference Example 207 

To a mixture of methyl 3~benzyloxy-lH-pyraz;ole---5-- 
carboxylase (12.10 g) and N r N-dimethylformamide (50 ml) was 
added sodium hydride {60%, in oil, 1.20 g) at 0°C and the 
5 mixture was stirred for 30 minutes. Isopropyl iodide (5.70 ml) 
was added and the mixture was stirred overnight at room 
temperature. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
10 (MgSCU) and concentrated. The residue was subjected to silica 
gel column chromatography, and methyl 3-benzyloxy-l- (1- 
methylethyl) -lH-pyrazole-5~carboxylate {7.34 g, yield 51%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). 
15 Ih-umr (CDC1 3 )5: 1*44 (6H, d, J=6 . 6 Hz), 3.84 (3H, s) , 5.18 

{2H, s) , 5.41 (IE, septet, J- 6.6Hz), 6.18 {1H, s) , 7.27-7.47 
(5H, m) . 

Reference Example 208 

To a mixture of lithium aluminum hydride (1.30 g) and 

20 tetrahydrofuran (50 ml) was slowly added a solution of methyl 
3-benzyloxy-l- (1-methylethyl) -lH-pyrazole-5-carboxylate (7 . 34 
g) in tetrahydrofuran (5 ml) at 0°C, and the mixture was 
stirred at room temperature for 30 minutes. Acetone (20 ml) 
was slowly added to decompose excess lithium aluminum hydride, 

25 and brine (4 ml) was further added. The precipitate was 

removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
[3-benzyloxy-l- (1-methylethyl) -lH-pyrazol-5-yl] methanol (2.63 
g, yield 40%) was obtained as a colorless oil from a fraction 

30 eluted with acetone-hexane (2:3, volume ratio). 

X H~NMR (CDC1 3 )5: 1.44 <6H, d, J- 6. GHz), 1.74 (1H, t, J-6.1 
Hz), 4.48 (1H, septet, J-6 * 6 Hz), 4.57 (2H, d, J- 5.8Hz), 5.15 
(2H, s) , 5.58 (lH r s), 7.24-7.50 (5H, m) . 
Reference Exaiople 209 

35 A mixture of [3-benzyloxy-l~ ( 1-methylethyl) -lH-pyrazol™5- 
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yl]methanol {2.60 g) , activated manganese dioxide (8.0 g) and 
tetrahydrofuran (30 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
and the filtrate was concentrated. The residue was subjected 

5 to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). To a mixture of the obtained oily 
substance, ethyl diethylphosphonoacetate (1,67 g) and 3SI,N- 
dimethylformamide (20 ml) was added sodium hydride (60%, in 

10 oil, 0.30 g) at 0°C, and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 

5 gel column chromatography, and ethyl (E) -3— (3-benzyloxy~"l~- (1— 
methylethyl) -lH-pyrazol~5~yl) propenoate {1.23 g, yield 37%) 
was obtained as a colorless oil from a fraction eluted with 
diethyl ether-hexane (1:4, volume ratio). 

a H-NMR (CDC1 3 )5: 1.33 (3H, t, J= 7.1Hz), 1.46 (6H, d, J— 
0 6.6Hz), 4.26 (2H, q, J- 7.2Hz), 4.57 (1H, septet, J- 6.6Hz), 
5.17 {2H, s), 5.92 (1H, s) , 6.27 (1H, d, J— 15.8Hz), 7.27-7.50 
{5H, m) , 7.54 (lH r d, J- 15.8Hz), 
Reference Example 210 

A mixture of ethyl (E) — 3- (3— benzyl oxy—l— (1 —methyl ethyl) — 
5 lH-pyrazol-5™yl)propenoate (1.23 g) , 5% palladium-carbon (0.2 
g) and tetrahydrofuran (10 ml) was stirred overnight at room 
temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated to 
give ethyl 3- (3-hydroxy~l~ (1-methylethyl) -lH-pyrazol-5- 
0 yl)propanoate (0.88 g, quantitative) as colorless crystals, 
melting point: 123-124°C. 

1 H— NMR (CDC1 3 )8: 1.27 (3H, t, J- 7.1Hz), 1.42 (6H, d, J« 
6.6Hz), 2,57-2.68 (2H, m) , 2.80-2.92 (2H, m) , 4.16 (2H, q, J= 
7.1Hz), 4.32 (1H, septet, J— 6.6Hz), 5.37 (1H, s) . 
5 Reference Example 211 
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A mixture of methyl 4-methyl-3-oxopentanoate (20.00 g) 
and 1 , 1-dimethoxytrimethylamine {24.8 g) was refluxed for 2 
hours. The reaction mixture was concentrated to give a yellow 
oily substance. To a mixture of the obtained oily substance 
5 and ethanol {200 ml) was added hydrazine monohydrate (7.30 g) 
at 0°C, and the mixture was stirred at room temperature 
overnight. The reaction mixture was concentrated, and the 
residue was dissolved in ethyl acetate, washed with saturated 
aqueous sodium hydrogen carbonate and brine in this order, 
10 dried (Mg30 4 ) and concentrated to give a brown oily substance. 
A mixture of the obtained oily substance, benzyl bromide (17.0 
ml), potassium carbonate (20.0 g) and N r N-dimethylformamide 
(200 ml) was stirred at room temperature for 4 hours. The 
reaction mixture was poured into water, and extracted with 
15 ethyl acetate- The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried {MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography,, and methyl l-benzyl-3- (1-methylethyl) -1H- 
pyrazole-4-carboxylate (29.93 g, yield 84%) was obtained as a 
20 yellow oily substance from a fraction eluted with diethyl 
ether-hexane (1:4, volume ratio). 

X H-NMR (CDC1 3 )5: 1-31 (6H, d, J™ 7.0Hz) , 3.30-3.60 (1H, m) , 
3.76 {3H, s) , 5.24 (2H, s) , 7.18-7.40 (5H, m) , 7.69 (1H, s) . 
Reference Example 212 

£5 To a mixture of lithium aluminum hydride (5.50 g) and 

tetrahydrofuran (260 ml) was slowly added a solution of methyl 
l-benzyl-3- (1-methylethyl) -lH-pyrazole~~4-carboxylate (29 . 93 g) 
in tetrahydrofuran (40 ml) at 0°C, and the mixture was stirred 
at room temperature for 30 minutes. Acetone (20 ml) was slowly 

30 added to decompose excess lithium aluminum hydride and brine 
(15 ml) was added. The precipitate was removed by filtration 
and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and [l-benzyl-3- (1- 
methylethyl)-lH-pyrasol~4~yl]methanol {25.21 g, yield 94%) was 

25 obtained as a colorless oil from a fraction eluted with 
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acetone-hexane (2:3 , volume ratio), 

X H~-NMR (CDC1 3 )6: 1.32 (6H f d, J™ 7.0Hz), 1.45 (1H, br s) , 3.08 
(lH r septet, J= 7.0Hz) r 4.54 (2H, br s) , 5.22 (2H r s) , 7.14- 
7.40 (6H, rn) . 
5 Reference Example 213 

A mixture of [l-benzyl-3- (l~methylethyl) -lH-pyrazol-4- 
yljmethanol {25.00 g) , activated manganese dioxide {100.0 g) 
and tetrahydrofuran (350 ml) was stirred overnight at room 
temperature. The insoluble material was removed by filtration 
10 and the filtrate was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio) . To a mixture of the obtained oily 
substance, ethyl diethylphosphonoacetate {25,80 g) and N,N~ 
15 dimethyl formamide (180 ml) was added sodium hydride (60%, in 
oil, 4.60 g) at 0°C, and the mixture was stirred overnight at 
room temperature. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
20 (MgS04> and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl (E) -3- (l-benzyl-3- fl- 
methylethyl) ~lH-pyrazol-4-yl> propenoate {30.25 g, yield 94%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio), 
25 iRHESMR {CDC1 3 )6: 1*30 {3H, t, J- 7.3Hz), 1.33 (6H P d, J- 

6.8Hz), 3.16 (1H, septet, J— 6.8Hz), 4.21 {2H, g r J— 7.2Hz), 
5.25 {2H, s) , 6.51 (1H, d, J= 16.0Hz), 7.18-7.40 (5H, m) , 7.45 
(1H F s), 7.58 (IB, d r J= 16.0Hz). 
Reference Example 214 
30 Ye* a mixture of 2-ethylphenol (12,22 g) , tributylamine 

(7.41 g) and toluene (50 ml) was added tin tetrachloride (2.61 
g) and the mixture was stirred at room temperature for 30 
minutes. Paraformaldehyde (6.60 g) was added and the mixture 
was stirred overnight at 100°C. The reaction mixture was 
35 poured into dilute hydrochloric acid, and extracted with ethyl 
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acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 3 -ethyl salicyl aldehyde (8.20 g, yield 55%) 
5 was obtained as a colorless oil from a fraction eluted with 
hexane . 

^H-NMR {CDC1 3 )6: 1.23 (3H, t, J=7.6 Hz), 2.70 (2H, q, J-7 . 6 
Hz), 6.96 <1H, t, J=7.6 Hz), 7.37-7.42 (2H, m) , 9.89 (1H, s) , 
11.28 (1H, s) . 
■*o Reference Example 215 

To a mixture of lithium aluminum hydride (2.00 g) and 
tetrahydrofuran (50 ml) was slowly added a solution of ethyl 
3- [l-benzyl-3- (1-methylethyl) -lH~pyrazol-4~yl]propanoate 
(11.73 g) in tetrahydrofuran (10 ml) at 0°C, and the mixture 
15 was stirred at room temperature for 30 minutes. Acetone (20 
ml) was slowly added to decompose excess lithium aluminum 
hydride, and brine (5.5 ml) was added. The precipitate was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
20 3 _ [i-benzyl-3~ (1-methylethyl) -lH-pyrazol-4-yl] -1-propanol 
(9.95 g, yield 98%) was obtained as a colorless oil from a 
fraction eluted with acetone-hexane (2:3, volume ratio). 
1 H~NMR (CDC1 3 )5: 1-29 (6H r d, J— 7.0Hz), 1.44 (1H, t, J— 
5.3Hz), 1.70-1.85 (2H, m) , 2.49 <2H, t, J- 7.7Hz), 2.98 (1H, 
25 septet, J~ 7.0Hz), 3.67 (2H, d, J— 5.9Hz), 5.22 <2H, s) , 7.02 
(1H, s) , 7.13-7.39 (5H, ra) . 
Reference Example 216 

To a mixture of 3- [l-benzyl-3- (1-methylethyl) -lH-pyra zol- 
4-yl]~l-propanol (9.95 g) , N-ethyldiisopropylamine (10.0 ml) 
30 and tetrahydrofuran (100 ml) was added chloromethyl methyl 
ether (5.50 ml) at 0°C and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
35 solution, dried (MgS0 4 ) and concentrated. The residue was 

222 



WO 03/099793 



PCT/JP03/06389 



subjected to silica gel column chromatography,, and l-benzyl-4- 
[3- (methoxymethoxy) propyl] -3- (1-methylethyl) -iH-pyrazole 
(10.57 g, yield 91%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (2:3 , volume ratio) . 
5 X H-NMR (CDC1 3 )5: 1.29 (6H f d, J- 7.0Hz) , 1.70-1.88 <2H, m) , 

2.49 (2H, t r J— 7.7Hz) f 2.98 (1H, septet, J- 7.0Hz), 3.34 (3H, 
s) , 3.54 (2H, t, J= 6.4Hz) , 4.61 (2H, s) r 5.22 (2H, s) , 7.01 
(1H, s) , 7.12-7.38 (5H, m) . 
Reference Example 217 

10 A mixture of l-benzyl-4- [3- (methoxymethoxy ) propyl] -3- (1- 

methylethyi)~lH-pyrazole (10.57 g) , 5% palladium-carbon (2.0 
g) and tetrahydrofuran (100 ml) was stirred overnight at 50°C 
under a hydrogen atmosphere. Palladium- carbon was removed by 
filtration and the filtrate was concentrated to give 4-[3- 

15 (methoxymethoxy) propyl] -3- (1-methylethyl) -IH-pyrazole (7.44 g, 
quantitative) as a yellow oily substance. 

^HCQMR (CDC1 3 )5: 1-29 (6H, d, J- 7.0Hz) , 1.77-1.94 (2H, m) , 
2.53 (2H, t, J™ 7.7Hz), 3.05 (1H, septet, J- 7.0Hz), 3.38 (3H, 
s), 3.57 (2H, t r J- 6.4Hz), 4.64 (2H, s) , 7.34 (1H, s) . 

20 Reference Example 218 

To a mixture of ethyl 3- [3- (1 -methyl ethyl) -lH~pyrazol-4~ 
yljpropanoate (1.00 g) , 2-chloro-5-nitropyridine (0.79 g) and 
N r H-dimethylformamide (10 ml) was added sodium hydride (60%, 
in oil, 0.25 g) at 0°C, and the mixture was stirred overnight 

25 at room temperature. The reaction mixture was poured into, 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and ethyl 3-[3- 

30 (1-methylethyl) -1- (5-nitro~2-pyridyl) -lH-pyrazol-4- 

yl]propanoate (1.26 g, yield 74%) was obtained as yellow 
crystals from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), melting point: 90-91°C. 
'H-NMR (CDC1 3 )5: 1-27 (3H, t, J- 7.2Hz), 1.34 (6H, d, J- 

35 7.0Hz), 2.60-2.72 (2H, m) , 2.78-2,90 (2H, m) , 3.04 (1H, 
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septet, J== 6.9Hz) r 4.17 (2H, q, J~ 7.2Hz), 8.05 (1H, d, J- 
9.0Hz), 8,30 (lH r s) , 8.50 (1H, dd f J- 9.2, 2.6Hz), 9.20 (1H, 
dd, 0T- 2.6 , 0.6Hz) . 
Reference Example 219 

5 A mixture of ethyl 3- [3- (1-methylethyl) -1- (5-nitro~2- 

pyridyl) -lH-pyrazol-4-yllpropanoate (1.18 g) , 5% palladium- 
carbon (0.15 g) , methanol {4 ml) and tetrahydrofuran (4 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 

0 filtrate was concentrated to give ethyl 3- [1~ {5~amino-2- 

pyridyl) -3- (1-methylethyl) -lH-pyrazol-4-yl]propanoate (0 . 93 g, 
yield 94%) as yellow crystals, melting point; 75-76°C. 
X H-NMR (CDC1 3 )5: 1-26 (3H, t, J- 7.1Hz), 1.32 (6H, d, J- 
6.9Hz), 2.57-2.65 (2H r m) , 2.77-2.85 (2H, m) , 3.03 (1H, 

5 septet, J- 6.9Hz) , 3.63 (2H, br s) , 4.14 (2H r q, J— 7.2Hz), 
7.09 {1H, dd, J- 8.9, 2.9Hz), 7.70 (1H, dd, J= 8.6, 0.8Hz), 
7.82 (1H, dd, J- 3.0, 0.6Hz), 8.09 (1H, s) . 
Reference Example 220 

To a mixture of ethyl 3- [1- (5-amino-2-pyridyl) -3- (1- 

0 methylethyl) -lH-pyrazol-4-yl]propanoate (2.00 g) , 

tetrafluoroboric acid (42%, 4 ml) and 1,4-dioxane (3 ml) was 
slowly added a solution of sodium nitrite (0.50 g) in water (1 
ml) at 0°C and the mixture was stirred for 30 minutes. Cold 
water {30 ml) was added to the reaction mixture, and the 

5 precipitated crystals were collected by filtration, washed 
with water and air-dried. The obtained crystal was slowly 
added to toluene (15 ml) heated to 9 0°C, and the mixture was 
stirred at 100°C for 30 minutes. The reaction mixture was 
poured into water, and extracted with ethyl acetate. The ethyl 

0 acetate layer was washed with saturated aqueous sodium 

chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
yellow oily substance (1.17 g) was obtained from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). To a 

5 mixture of the obtained oily substance and tetrahydrofuran (15 
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ml) was slowly added a 1 . 5M solution (6.5 ml) of 
diisobutylaluminum hydride in toluene at 0°C, and the mixture 
was stirred at room temperature for 1 hour. The reaction 
mixture was poured into dilute hydrochloric acid, and 
5 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and 3~ [1- (5~f luoro-2-pyridyl) -3- (1- 
methylethyl)-lH-pyrazol-4-yl]-l-propanol (0.7-4 g, yield 42%) 
10 was obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (1:2, volume ratio), melting point-: 7 8- 
79°C. 

X H-NMR (CDC1 3 )8: 1-32 (6H, d, J- 6.9Hz), 1.83-1.98 (2H r m) , 
2.58 (2H, t, J- 7.8Hz), 3.02 (1H, septet, J- 6.9Hz), 3.74 (2H, 
25 t, J- 5.6Hz), 7.42-7.52 (1H, m) , 7.88-7.95 (1H, m) , 8.14-8.20 
{2H, m) # 

Reference Kxajmple 221 

To a mixture of 4- [3- (methoxymethoxy) propyl} -3- (i~ 
methylethyl) -IH-pyrazole (0.50 g) , 6-chioropyridine-3- 

20 carbonitrile (0.36 g) and N,N-dimethylf ormamide (6 ml) was 

added sodium hydride (60%, in oil, 0.12 g) at 0°C, and, after 
termination of hydrogen generation, the mixture was stirred at 
80°C for 3 hours. The reaction mixture was poured into water, 
and extracted with ethyl acetate. The ethyl acetate layer was 

25 washed with saturated aqueous sodium chloride solution, dried 
(MgSOs) and concentrated. A mixture of the obtained residue, 
cone, hydrochloric acid (2 drops) and methanol (6 ml) was 
stirred overnight at 60°C. The reaction mixture was poured 
into aqueous sodium hydrogen carbonate, and the precipitated 

30 crystals were collected by filtration, washed with water and 
dried to give 6- [4- (3-hydroxypropyl) -3- (1-methylethyl) -1H- 
pyra2ol-l-yl]pyridine-3-carbonitrile (550 mg, yield 90%) as 
colorless crystals, melting point: 105-106°C. 

'H-NMR (CDC1 3 )5: 1^32 (6H, d, J= 7.0Hz), 1.47 (1H, br s) , 1.82- 
35 2.00 (2H, m) , 2.53-2.66 (2H, m) , 3.03 (1H, septet, J- 6.9Hz), 
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3.75 (2H r t r J- 6.4Hz) , 7.95 (1H, dd, J— 8.6, 2.0Hz), 8.03 
<1H, dd, J- 8.6, 1.0Hz), 8.25 (1H, t, J- 0.9Hz), 8.61 (lH f dd, 
J— 2.0 r 1.0Hz) . 
Reference Exeurple 222 
5 To a mixture of 4- [3™ (methoxymethoxy) propyl] -3- (1- 

methyiethyl) ~-lH-pyrazole (1.50 g) , 2-chloro-5-nitropyridine 
(1.23 g) and N r N-dimethylf ormamide (10 ml) was added sodium 
hydride (60% , in oil, 0*37 g) at 0°C, and r after termination of 
hydrogen generation, the mixture was stirred at 80°C for 3 

10 hours. The reaction mixture was poured into water, and 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution T dried 
(MgSO*) and concentrated. A mixture of the obtained residue, 
cone, hydrochloric acid (2 drops) and methanol (6 ml) was 

25 stirred overnight at 60°C. The reaction mixture was poured 
into aqueous sodium hydrogen carbonate, and the precipitated 
crystals were collected by filtration, washed with water and 
dried to give 3- [3- (1-methylethyl) -1- (5-nitro-2-pyridyl) -1H- 
pyrazol-4-yl] -1-propanol (1.60 g, yield 80%) as colorless 

20 crystals* melting point: 130-131°C. 

X H~NMR (CDC1 3 )8: 1-34 {6H, d r J- 7.0Hz), 1.36 (1H, t, J- 
5.0Hz), 1.84-2.00 (2H, m) , 2.55-2.67 (2H r m) , 3.04 (1H, 
septet, J— 6.9Hs), 3.76 {2H, t, J- 6.0Hz), 8.06 (1H, d, J- 
9.2Hz), 8.30 (1H, s) , 8.51 (1H, dd, J= 9.2, 2.8Hz), 9.20 (1H, 

25 dd, J- 2.5, 0.7Hz) . 
Reference Example 223 

To a mixture of 4- [3- (methoxymethoxy) propyl] -3- (1- 
methyiethyl) -IH-pyrazole (1.52 g) , 2-chloro-5-methylpyridine 
(1.83 g) and N , N-dimethylf ormamide (15 ml), was added sodium 

30 hydride (60%, in oil, 0.43 g) at 0°C, and, after termination of 
hydrogen generation, the mixture was stirred at 110°C 
overnight. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

35 (Mg304) and concentrated. A mixture of the obtained residue, 
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cone, hydrochloric acid (2 ml) and methanol (20 ml) was 
refluxed of 2 hours. The reaction mixture was poured into 
water , and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
5 solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography,, and 3- [3- (1- 
methylethyl) ~1- { 5~~me thy 1-2 ~pyr idyl) -lH-pyrazol~4-yl] 
propanol (0.80 g, yield 43%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
{2:3, volume ratio) . melting point: 82-83°C. 

"H-NMR (CDC1 3 )5: 1-33 <6H, d, J~ 7.0Hz) , 1.56 <1H, br s) , 1.82- 
1.97 <2H, m), 2.32 (3H, s) , 2.58 {2H, t, J— 7.7Hz), 3.03 (lH f 
septet, J- 7.0Hz), 3.74 (2H, t, J— 6.4Hz), 7.52-7.60 (1H, m) , 
7.82 <1H, d, J— 8.4Hz), 8.14-8.16 (lH r m) , 8.20 (1H, s) . 
Reference Example 224 

To a mixture of 3- [3- (1 -methylethyl) -1- (5-nitro-2- 
pyridyl)~~lH-pyrazol-4-yl]-l-propanol {1.18 g) , methyl (3- 
methoxy-2-hydroxyphenyl) acetate (800 mg) , tributylphosphine 
(1.64 g) and tetrahydrofuran (40 ml) was added 1,1'- 
azodicarbonyldipiperidine (2.05 g) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (3-methoxy-2- { 3- [3- (1-methylethyl) - 
1- (5-nitro-2-pyridyl) ~lH-pyrazol-4-yl]propoxy } phenyl) acetate 
(1.30 g, yield 50%) was obtained as yellow crystals from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
melting point: 108-1Q9°C. 

X H-NMR <CDC1 3 )8: 1.35 (6H, d, J- 7.0Hz), 2.00-2.17 (2H, m) , 
2.71 (2H, t, J= 7.7Hz), 3.07 (1H, septet, J- 6.9Hz), 3.68 (3H, 
s) , 3.85 {2H, s) , 4.07 (2H, t, J- 6.2Hz), 6.80-6.90 (2H, m) , 
7.02 (1H, dd, J— 8.4, 7.4Hz), 8.06 (lH r d, J- 9.2Hz), 8.35 
(1H, s), 8.51 {1H, dd, J- 9.1, 2.5Hz), 9.20 (1H, d, J= 2.2Hz). 
Reference Example 225 

A mixture of methyl (3-methoxy-2-{ 3- [3- (1-methylethyl) -1- 
(5-nitro-2-pyridyl) -lH-pyrazol-4-yl] propoxy }phenyl) acetate 
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(0.88 g) , 5% palladium-carbon (0.1 g) / methanol (4 ml) and 
tetrahydrofuran (4 ml) was stirred overnight at room 
temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. The 
5 residue was subjected to silica gel column chromatography, and 
methyl (2- {3- [1- (5~amino™2-pyridyl) -3- (1 -methyl ethyl) -1H- 
pyrazol— 4-yl]propoxy }-3-methoxyphenyl) acetate (0 . 80 g, yield 
95%) was obtained as a yellow oily substance from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). 

10 a H~-NMR (CDC1 3 )8: 1-33 (6H, &, J- 7.0Hz), 1.97-2.15 (2H, m) , 

2.68 (2H, t, J= 7.8Hz) r 3.05 (1H, septet, J=6.9Hz) f 3.63 (2H, 
br s) , 3.66 (3H, s) , 3.68 (2H, s) , 3.83 <3H, s) , 4.06 (2H, t, 
J= 6.4Hz), 6.78-6.88 (2H, m) , 6.95-7.27 (2H, m) , 7.72 (1H, d r 
J« 8.8Hz), 7.83 <1H, d, J«2.6Hz), 8.14 <1H, s) . 

15 Reference Example 226 

To a mixture of 4- [3- (methoxymethoxy) propyl] -3- (1- 
methylethyl) -IH-pyrazole (1.00 g) , 3-chloro-6- 

(trif luoromethyl) pyridazine (1.03 g) and N , ISl-dimethylf ormamide 
(15 mi) was added sodium hydride {60%, in oil, 0,28 g) at 0°C, 

20 and, after termination of hydrogen generation, the mixture was 
stirred at room temperature for 3 hours. The reaction mixture 
was poured into water, and the precipitated crystals were 
collected by filtration and washed with water. A mixture of 
the obtained residue, cone, hydrochloric acid {3 drops) and 

25 methanol (15 ml) was refluxed for 4 hours. The reaction 
mixture was poured into ice water, and the precipitated 
crystals were collected by filtration, washed with water, 
dried and subjected to silica gel column chromatography, and 
3-{3~ (1 -methyl ethyl) -1- [6- (trif luoromethyl) pyridazin-3-yl] ~1H- 

50 pyrazol-~4~yl}-l-propanol (1*00 g, yield 68%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
chloroform (1:3, volume ratio), melting point: 113-114°C. 
^-NMR (CDC1 3 )8: 1.33 (6H f d, J- 6.6Hz), 1*42 (1H, t r J- 
5.1Hz), 1.84-2.01 (2H, m) , 2.63 (2H, t f J= 7.9Hz), 3.05 (1H, 

35 septet, J- 6.8Hz), 3.77 (2H r q, J= 5.7Hz), 7.83 (1H, d P J= 
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9.0Hz), 8.29 (1H, d, J— 9 . 0Hz) , 8.50 (1H, s) . 
Reference Example 227 

To a mixture of 4- [3- (methoxymethoxy) propyl] ™3- (1- 
me thy 1 ethyl) ~lH~pyra%ole (1.00 g) , 3-chloro-6-~ 
5 methoxypyridazine {0.82 g) and N,N-dimethylf omamide (15 nil) 
was added sodium hydride {60% , in oil, 0,24 g) at 0°C, and r 
after termination of hydrogen generation, the mixture was 
stirred at room temperature for 3 hours. The reaction mixture 
was poured into water, and the precipitated crystals were 

10 collected by filtration and washed with water. A mixture of 
the obtained wet crystals, cone, hydrochloric acid (3 drops) 
and methanol (15 ml) was refiuxed for 4 hours. The reaction 
mixture was poured into ice water, and the precipitated 
crystals were collected by filtration, washed with water, 

15 dried and subjected to silica gel column chromatography, and 
3- { 1- [6~methoxypyridazin~~3~yl] -3™ (1 -methyl ethyl) -lH~~pyrazol~~4~~ 
yl}~-l-propanol (300 mg, yield 23%) was obtained as a colorless 
oil from a fraction eluted with acetone-chloroform (1:4, 
volume ratio) . melting point: 122~123°C. 

20 X H-NMR (CDC1 3 )5: 1*32 (6H, d, J= 6.9Hz), 1.39 (1H, t, J- 

5.3Hz), 1.84-1.97 (2H r m) , 2.60 (2H, t, J-7.7Hz), 3.03 (1H, 
septet, J- 7.0Hz), 3.75 (2H, q, J*- 5.8Hz), 4.12 (3H, s) , 7.06 
(1H, d, J~ 9.3Hz), 8.11 (1H, d, J— 9.3Hz), 8.32 {1H, s) . 
Reference Example 228 

25 To a mixture of 4- 13- (methoxymethoxy) propyl] -3- (1™ 

methylethyl) ™lH-pyrazole (1.00 g) , 6-chloropyridazine-3- 
carbonitrile (0.72 g) and N,N-dimethylf ormamide {15 ml) was 
added sodium hydride (60%, in oil, 0.24 g) at 0°C r and, after 
termination of hydrogen generation, the mixture was stirred at 

30 room temperature for 3 hours . The reaction mixture was poured 
into water, and the precipitated crystals were collected by 
filtration and washed with water. A mixture of the obtained 
wet crystals , cone, hydrochloric acid (3 drops) and methanol 
(15 ml) was refluxed for 4 hours. The reaction mixture was 

55 poured into ice water, and the precipitated crystals were 
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collected by filtration, washed with water, dried and 
subjected to silica gel column chromatography, and 6-[4-(3- 
hydroxypropyl) -3- (1-raethylethyl) -lH-pyrazol-1-yl] pyridazine~3- 
carbonitrile (950 mg, yield 74%) was obtained as colorless 
5 crystals from a fraction eluted with ethyl acetate-chloroform 
(1:2, volume ratio), melting point: 140-141 a C. 
1 H-NMR (CDC1 3 )5: 1.32 (6H, d, J- 7.0Hz) , 1.37 {1H, t, J— 
5.1Hz), 1.84-2.01 (2H, m) , 2.63 (2H, t, J- 7.9Hz), 3.05 (1H, 
septet, J— 6.9Hz) r 3.77 (2H, q, lT= 5.6Hz), 7.82 {1H, d, J- 
0 9.0Hz), 8.25 (1H, d, J- 9.0Hz) f 8.48-8.50 {IE, m) . 
Reference Example 229 

To a mixture of 3- (1-ethylpropyl) -4-~ t3- 
(methoxymethoxy) propyl] -lH-pyrasole (2.20 g) , 3-chloro-6~- 
(trifluorornethyl)pyridazine (2.17 g) and N,H~dirnethylf ormamide 
{30 ml) was added sodium hydride (60%, in oil, 0.48 g) at 0°C, 
and, after termination of hydrogen generation, the mixture was 
stirred at room temperature for 2 hours. The reaction mixture 
was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (Mg30 4 ) and concentrated, A mixture 
of the obtained wet crystals, cone, hydrochloric acid (3 
drops) and methanol {50 ml) was refluxed for 4 hours. The 
reaction mixture was poured into water, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 3~{3- (1-ethylpropyl) -1- [6- 
(trifiuoromethyl)pyridazin-3-yl]-lH-pyrazol-4'-yl}-l-propanol 
(1.73 g, yield 55%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane {1:2, volume ratio), 
melting point: 86-87°C. 

^-NMR (CDC1 3 )8: 0.87 (6H, d, J— 7.3Hz), 1.46 (1H, br s) , 1.60- 
2.00 (6H, m) , 2.53-2.70 (3H, m) , 3.76 (2H, t, J- 6.4Hz), 7.83 
(IK, d, J— 9.2Hz), 8.29 <1H, d, J- 9.2Hz), 8.51 (1H, s) . 
Reference Example 230 
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To a mixture of 4~ [3- (methoxymethoKy) propyl] -3- ti- 
met hyl ethyl ) -~lH~pyrazole (1,50 g) , 2-methylthio-5- 
(trif luoromethyl)pyrimidine (1.40 g) and N, N-dimethylf ormamide 
(15 ml) was added sodium hydride (60%, in oil, 0.48 g) at 0°C, 
5 and r after termination of hydrogen generation, the mixture was 
stirred at room temperature for 4 hours. The reaction mixture 
was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSCU) and concentrated. A mixture 

10 of the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol (50 ml) was refluxed for 4 hours. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSOs) and 

15 concentrated. The residue was subjected to silica gel column 
chromatography, and 3- {3- (1-methylethyl) -1- [5- 
(trif luoromethyl) pyrimidin-2-yl] -lH-pyrazol-4-yl } -l~propanol 
(240 mg, yield 11%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-chloroform (1:3, volume 

20 ratio) . melting point: 98-99°C. 

i H-NMR (CDC1 3 )8: 1-38 (6H r d, J™ 7.0Hz), 1.85-2.01 (2H, m) , 
2.63 {2H, t, J= 7.7Hz), 3.11 (1H, septet, J~ 7.0Hz), 3.77 (2H, 
t, J- 6.2Hz), 8.34 (1H, s) , 8.91 {2H, s) . 
Reference Example 231 

25 To a m i x ture of 4- [3- (methoxymethoxy) propyl] -3- ti- 

me thylethyl) -IH-pyrazole (1.00 g) , 2-methylthiopyrimidine-5- 
carbonitrile (0.80 g) and N , N-dimethy If ormamide (15 ml) was 
added sodium hydride (60%, in oil, 0.24 g) at 0°C, and, after 
termination of hydrogen generation, the mixture was stirred at 

30 room temperature for 2 hours. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. A mixture 
of the obtained residue, cone, hydrochloric acid (3 drops) and 

35 methanol (20 ml) was refluxed for 4 hours. The reaction 
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mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution , dried (MgSO«) and 
concentrated. The residue was subjected to silica gel column 
5 chromatography r and 2~ [4- (3-hydroxypropyl) -3- ( 1 -methyl ethyl) - 
lH-pyrazol-l-yl]pyrimidine~5~carbonitrile (450 mg, yield 36%) 
was obtained as colorless crystals from a fraction eluted with 
ethyl acetate-chloroform' (1:4, volume ratio), melting point: 
153-154°C. 

10 i H -NMR (CDC1 3 }6: 1-38 (6H r d, J- 7.0Hz), 1.44 (1H, t, J- 

5.2Hz), 1.84-2.00 (2E, m) , 2.62 {2H, t r J- 7.8Hz), 3.10 (1H, 
septet, J- 7.0Hz) , 3.77 <2H, q, J= 5.9Hz), 8.31 <1H, s) , 8.93 
(2H, s) . 

Reference Example 232 

15 To a mixture of 4- [3- (methoxymethoxy) propyl] -3- (1- 

methylethyl) -IH-pyrazole (1.20 g) , 2-chloro-5~ethylpyrimidine 
(0. 89 g) and N , N~dimethylf ormamide (15 ml) was added sodium 
hydride (60%, in oil, 0.29 g) at 0°C, and, after termination of 
hydrogen generation, the mixture was stirred at room 

20 temperature for 3 hours. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO*) and concentrated, A mixture of the 
obtained residue, cone, hydrochloric acid (1 ml) and methanol 

25 (20 ml) was refluxed for 5 hours. The reaction mixture was 

poured into water , and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 

30 (5-ethylpyrimidin-2~~yl) -3- (1 -methyl ethyl) -lH-pyrazol-4-yl] -1- 
propanol (1.36 g, yield 88%) was obtained as colorless 
crystals from a fraction eluted with ethyl acetate-hexane 
(7:3, volume ratio), melting point: 70-71°C. 
1 H-M4R {CDC1 3 )5: 1*27 (3H, t, J= 7,5Hz), 1.37 (6H, d, J™ 

35 6.8Hz), 1.73 {1H, br s) , 1.83-2.00 (2H, m) , 2.54-2.72 (4H, m) , 
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3.11 (1H, septet, J- 7.0Hz), 3.75 (2H, t, J- 6.4Hz), 8.28 <1H, 
s) , 8.53 (2H, s) . 
Reference Exanqple 233 

To a mixture of 3- (1-ethylpropyl) -4- [3- 

5 (methoxymethoxy) propyl] -IH-pyrazole (2.70 g) , 2-methylthio~~5~ 
(trifluoromethyl)pyrimidine (2.62 g) and tetrahydrofuran (50 
ml) was added sodium hydride (60%, in oil, 0.58 g) at 0°C, and, 
after termination of hydrogen generation, the mixture was 
stirred at room temperature overnight. The reaction mixture 

10 was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. A mixture 
of the obtained residue, cone, hydrochloric acid (3 drops) and 
methanol {50 ml) was refluxed for 6 hours* The reaction 

15 mixture was poured into water, and extracted with ethyl 

acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSCU) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 3-{3~ (1-ethylpropyl) -1- [5- 

20 (trif luoromethyl)pyrimidin-2-yl]-lH-pyrazol-4-yl}"l-propanol 
(1.19 g, yield 31%) was obtained as a yellow oily substance 
from a fraction eluted with ethyl acetate-hexane (2:3, volume 
ratio) . 

X H~NMR (CDC1 3 )8: 0.87 (6H r t, J— 7.3Hz), 1.63-2.00 (6H, m) , 
25 2.55-2,80 (3H r m) , 3.76 (2H, t, J- 6.2Hz), 8.35 (1H, s) , 8.92 
(2H, s) , 

Reference Example 234 

A mixture of methyl (2-hydroxy-3-methoxyphenyl) acetate 
(1.00 g) , benzyl alcohol (1.10 g) , p-toluenesulf onic acid* 

30 monohydrate (0.10 g) and toluene (15 ml) was stirred overnight 
at 90°C while evaporating produced methanol. The reaction 
mixture was concentrated. The residue was subjected to silica 
gel column chromatography, and benzyl ( 2 -hydroxy- 3- 
me thoxyphenyl) acetate (1.35 g, yield 97%) was obtained as a 

35 colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:2 r volume ratio), 

1 H-5slMR (CDC1 3 )5: 3.73 (2H, s) , 3.68 (3H, s) , 5,16 {2H, s) , 5.87 
(1H, s) r 6.80 (3H, s) r 7.28-7.40 (5H f m) . 
Reference Escaniple 235 
* A mixture of ethyl 3- [3- (1-ethylpropyl) -lH~pyrazol-4- 

yl]propanoate (10.57 g) , benzyl bromide {4.40 ml), potassium 
carbonate (5.00 g) and H , H-dirnethylf ormamide (80 ml) was 
stirred at 70°C for 6 hours. The reaction mixture was poured 
into water r and extracted with ethyl acetate. The ethyl 
io acetate layer was washed with saturated aqueous sodium 

chloride solution, ^ dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
yellow oily substance was obtained from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). To a mixture of 
* 5 lithium aluminum hydride (1.50 g) and tetrahydrofuran (20 ml) 
was slowly added a solution of the above-mentioned oily 
substance in tetrahydrofuran (10 ml) at 0°C, and the mixture 
was stirred at room temperature for 30 minutes. Acetone (10 
ml) was slowly added to decompose excess lithium aluminum 
20 hydride, and brine (4 ml) was further added. The precipitate 
was removed by filtration and the filtrate was concentrated. 
The residue was subjected to silica gel column chromatography,, 
and 3™ [l-bensyi-3- (1-ethylpropyl) -lH-pyrazol-4-yl] -1-propanol 
(7.69 g, yield 80%) was obtained as a colorless oil from a 
25 fraction eluted with acetone-hexane (1:2, volume ratio). 
a H^R (CDC1 3 )5: 0.83 <6H, t, J- 7.3Hz), 1.35 (1H, t, J- 
5.4Hz) , 1.60-1.85 (6H, m) , 2.40-2.65 (3H, m) , 3.67 {2B, q, J- 
5.9Hz), 5.24 <2H, s) , 7.03-7.40 (6H r m) . 
Reference Eataaiple 236 
30 To a mixture of 3- [l-benzyl-3- (1-ethylpropyl) -lH-pyrazol- 

4-yl]-l-propanol (7.53 g) f H-ethyldiisopropylamine (11.5 ml) 
and tetrahydrofuran (100 ml) was added chloromethyi methyl 
ether (6.40 ml) at 0°C and the mixture was stirred at room 
temperature overnight. The reaction mixture was poured into 
35 water, and extracted with ethyl acetate. The ethyl acetate 
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layer was washed with saturated aqueous sodium chloride 
solution r dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography,, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
5 hexane (1:2, volume ratio). A mixture of the obtained oily 
substance, 5% palladium-carbon (0.8 g) and tetrahydrofuran (50 
ml) was stirred overnight at 50°C under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 
was concentrated. The residue was subjected to silica gel 
10 column chromatography, and a colorless oil was obtained from a 
fraction eluted with acetone-hexane (2:3, volume ratio) ♦ 3-(l- 
Ethylpropyl) ~4~ [3- (methoxymethoxy) propyl] -IH-pyrazole (4 . 93 g, 
yield 77%) was obtained as a colorless oil. 

l H-NMR <CDC1 3 )S: 0.82 (6H, d, J- 7.3Hz), 1.50-1.94 (6H, m) , 
15 2.44-2.70 {3H, m) , 3.38 (3H r s) , 3.57 (2H, t, J- 6.4Hz), 4.64 
(2H, s) , 7.36 (1H, s) . 
Reference Example 237 

A mixture of 3-ethylsalicylaldehyde (8.10 g) f benzyl 
bromide (11.07 g) r potassium carbonate (8.94 g) and N,N~ 
20 dimethylformamide {30 ml) was stirred at 50°C for 1 hour. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
25 gel column chromatography, and 2-benzyloxy-3-ethylbenzaldehyde 
(12.50 g, yield 96%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (2:98, volume 
ratio) . 

1 H-NMR (CDC1 3 )8: 1.27 (3H, t, J-7 . 6 Hz), 2.76 (2H, q, J-7.6 
3 0 Hz), 4.98 (2H, s) , 7.22 (1H, t, J=7 . 6 Hz), 7.39-7.43 (5H, m) , 
7.51-7.53 (IE, m) , 7.70-7.72 (1H, m) , 10.28 (1H, m) . 
Reference Example 238 

A mixture of ethyl 3- (3~ethoxy-li?-pyrazol~4~yl) propanoate 
(7.01 g) , sodium hydride (60%, in oil, 1.59 g) and H,N- 
35 dimethylformamide (165 ml) was stirred at room temperature for 
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30 minutes. 2-Chloro-4- (trif luoromethyl) pyridine {6.00 g) was 
added and the mixture was stirred overnight. Saturated aqueous 
ammonium chloride solution was added to the reaction mixture, 
and extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with saturated aqueous sodium chloride solution, dried 

{MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3~{3-ethoxy-l- [4- 

{ trif luoromethyl) -2-pyridinyl]-lH~pyra2ol~4-yl}propanoate 

(9.05 g, yield 77%) was obtained as a pale-yellow oily 
10 substance from a fraction eluted with ethyl acetate-hexane 

(1:9, volume ratio). 

1 H-NMR (CDC1 3 )8: 1-26 <3H, t, J - 7.0 Hz), 1.44 (3E, t, J — 7.0 
Hz), 2.56 - 2.66 (2H, m) , 2.70 - 2.81 (2H, m) , 4.15 (2H, q, J 
- 7.0 Hz), 4.37 (2H, q, J - 7.0 Ha), 7.18 - 7.24 (1H, m) , 7.91 
« - 7.94 (1H, m) , 8.18 (1H, s) , 8.45 (lH f d, J = 5.0 Hz) . 
Reference Exaiaple 239 

To a solution of ethyl 3-{3--ethoxy-l- [4- 
(trif luoromethyl) ~2-pyr±dinyl3 ~ltf-pyrazol--4-yl}propanoate 
(10.2 g) in tetrahydrofuran {280 mi) was dropwise added a 0.93 
20 M solution (92.0 ml) of diisobutylaluminum hydride in hexane 
at 0°C, and the mixture was stirred at room temperature for 1 
hour. IN Hydrochloric acid was added to the reaction mixture 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
25 (MgSO*) and concentrated to give 3-{3~ethoxy~~l- [4- 

(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~yl}-l~propanol 
(9.07 g, quantitative) as a white solid. The crystals were 
recrystallised from ethyl acetate-hexane to give colorless 
crystals, melting point: 73-74 C7 C. 
30 Reference Example 240 

A mixture of ethyl 3-isopropyl-lH-pyrazole™4-carboxylate 
(12.8 g) , sodium hydride (60%, in oil, 3.08 g) and N,N- 
dimethylformamide (350 ml) was stirred at room temperature for 
30 minutes. 2 , 5-Dichloropyridine (11.4 g) was added and the 
35 mixture was stirred overnight at 100°C. Saturated aqueous 
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ammonium chloride solution was added to the reaction mixture , 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution and 
saturated aqueous sodium chloride solution, dried {MgS0 4 ) and 
5 concentrated . The residue was subjected to silica gel column 
chromatography r and a white solid was obtained from a fraction 
eluted- with ethyl acetate-hexane (1:19, volume ratio). To a 
solution of the obtained solid in tetrahydrofuran (230 ml) was 
dropwise added a 1*0 M solution (176 ml) of diisobutyl aluminum 

10 hydride in hexane at 0°C, and the mixture was stirred at room 
temperature for 1 hour. Dilute hydrochloric acid was added to 
the reaction mixture f and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution r dried (MgSO^) and concentrated. The residue 

15 was subjected to silica gel column chromatography f and [1— (5— 
chloro-2-pyridinyl) — 3-isopropyl-l£f-pyrazol~4— yl]methanol (12. 6 
g r yield 71%) was obtained as a white solid from a fraction 
eluted with ethyl acetate— hexane (l:4 r volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane to give 

20 colorless crystals, melting point: 135~~136°C, 
Reference Example 241 

A mixture of ethyl (E) -3- f 1- (5-chloro-2— pyridinyl) -3- 
isopropyl-lH~pyrazol-4-yl]propenoate (1.35 g) , platinum oxide 
(100 rag) and ethanol {100 ml) was stirred at room temperature 

25 for 1 hour under a hydrogen atmosphere. Platinum oxide was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography r and 
ethyl 3-[l- (5-chloro-2~pyridinyl) -3-isopropyl-ltf-pyrazol-4- 
yl] propanoate (1*09 g r yield 68%) was obtained as a white 

30 solid from a fraction eluted with ethyl acetate-hexane (1:19, 
volume ratio) . The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 70- 
71°C. 

Reference Example 242 

35 To a solution of ethyl 3- [1- (5-chloro-2-pyridinyl) -3- 
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isopropyl~~ltf-pyrazol-4~yl]propanoate (1.08 g) in 
tetrahydrofuran (30 ml) was dropwise added a 0.93 M a solution 

(9,8 ml) of diisobutylaluminum hydride in hexane at 0°C, and 
the mixture was stirred at room temperature for 1 hour. IN 
5 Hydrochloric acid was added to the reaction mixture, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated to give 3- [1- (5-chloro-2-pyridinyl) -~3- 
isopropyl-l#-pyrazol-4-yl]-l-propanol (0.92 g, quantitative) 
10 as a white solid. The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 93- 
95°C. 

Reference Example 243 

Diethyl ethoxymethylenemalonate (56.9 ml) was added to a 

15 solution of ethylhydrazine oxalate (42.6 g) in toluene (150 
ml) -acetic acid (150 ml) -water (100 ml) and the mixture was 
stirred at room temperature for 1 hour, and at 100°C overnight* 
The reaction solution was cooled to room temperature, the 
organic solvent was evaporated under reduced pressure, and the 

20 residue was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
washed with diisopropyl ether to give a pale-yellow solid. A 
mixture of the obtained solid, benzyl bromide (29,0 ml) , 

25 potassium carbonate {33,7 g) and N , N-dimethylf ormamide {350 

ml) was stirred at room temperature for 2.5 days and saturated 
aqueous ammonium chloride solution was added to the reaction 
mixture. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 

30 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 
3-ben2yloxy-l-ethyl-li?-pyrazole-4-carboxylate (34.0 g, yield 
43%) was obtained as a pale yellow oily substance from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 

35 l H-NMR (CDC1 3 )&: 1.33 (3H, t, J - 7.4 Hz), 1.46 (3H, t, J = 7.4 
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Hz) , 4.01 (2H, q, J - 7.4 Hz) , 4.27 <2H, q, J - 7.4 Hz) , 5.34 
(2H, s) , 7.22 - 7.42 (3H, m) , 7.46 - 7.54 (2H, m) r 7.72 (1H, 
s) , 

Reference Exainple 244 

To a mixture of ethyl 3-benzyloxy~l-ethyl~lH-pyrazoie-4~ 
carboxylate (34.0 g) and tetrahydrofuran (500 ml) was .slowly 
added lithium aluminum hydride (4.70 g) at 0°C and the mixture 
was stirred at room temperature for 1.5 hours. IN Hydrochloric 
acid was added to the reaction mixture , and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and (3-benzyloxy-l-ethyl~lH~pyrazol-4-- 
yl) methanol (19.9 g, yield 69%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (3:2, 
volume ratio) . 

'H-NMR (CDC1 3 )8: 1.42 (3H, t, J — 7.2 Hz) , 3.98 (2H, d, J - 7.2 
Hz), 4.47 (2H, s) , 5.24 <2H, s) , 7.20 (1H, s), 7.27 - 7,39 
(3H r m) , 7.40 - 7.46 (2H, m) . 
Reference Example 245 

To a mixture of {3-benzyloxy~l-ethyl-li?~pyrazol-4~- 
yl)methanol (1.40 g) , acetone cyanohydrin {1.10 ml), 
tributylphosphine (3.00 ml) and tetrahydrofuran (60 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (3.04 g) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and (3-benzyloxy-l-ethyl- 
lH-pyrazol-4-yl) acetonitrile {0.72 g, yield 49%) was obtained 
as a yellow oily substance from a fraction eluted with ethyl 
acetate— hexane (1:5, volume ratio). 

1 H-NMR (CDC1 3 )5: 1-44 (3H, t, J = 7.2 Hz), 3.43 (2H P s) , 3.99 
(2H, q, J - 7.2 Hz), 5.22 (2H r s) , 7.23 7.46 (6H, m) . 
Reference Escaiaple 246 

A mixture of (3-benzyloxy-l-ethyl-lH-pyrazol-4- 
yl) acetonitrile (720 rag), 6N aqueous sodium hydroxide solution 
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(20 ml) r tetrahydrofuran (20 ml) and ethanol {20 ml) was 
stirred tinder reflux for 2 days. After cooling,, the reaction 
mixture was acidified by adding IN hydrochloric acid,, and 
extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with saturated aqueous sodium chloride solution,, dried 
<MgS04) and concentrated. A mixture of the residue r a 10% 
solution (30 ml) of hydrochloric acid in methanol and methanol 
(30 ml) was stirred at room temperature for 2.5 hours. After 
concentration, the residue was subjected to silica gel column 
w chromatography, and methyl (3-benzyloxy-l-ethyl-lH-pyrazol-4- 
yl) acetate {470 mg, yield 57%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
{2:3 , volume ratio). 

X H-NMR (CDC1 3 )5: 1-43 (3H, t , J - 7 . 2 Hz) , 3 . 40 {2H, s) , 3.68 
« <3H, s) , 3.98 (2H, q, J « 7.2 Hz) , 5.22 {2H, s) , 7.23 (lH r s) , 
7.27 - 7.39 (3H, m) , 7.40 ~~ 7.47 {2H r m) . 
Reference Example 247 

A mixture of methyl (3-ben£yloxy-l-ethyl-lH-pyrazol-4- 
yl) acetate (11.0 g) r 5% palladium-carbon (2.19 g) and ethanol 
20 (30 0 ml) was stirred overnight at room temperature under a 
hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
■subjected to silica gel column chromatography, and methyl fl- 
atty l-3-hydroxy~ li?-pyrazoi-4~yl ) ac^^^ (7.17 g, yield 97%) 
25 was obtained as a white solid from a fraction eluted with 
ethyl acetate. The crystals were recrystallized from ethyl 
acetate-hexane to give colorless crystals, melting point: 72- 
73°C. 

Reference Example 248 

30 to a solution of cyclohexylhydrazine hydrochloride (30.0 

g) in toluene {100 ml) -acetic acid (100 ml) was added sodium 
acetate (16.3 g) and the mixture was reacted at room 
temperature for 10 minutes. A solution of diethyl 
ethoxymethylenemalononate {39.8 ml) was added and the mixture 

35 was stirred overnight at 80°C. After cooling the reaction 
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solution to room temperature, the resulting precipitate was 
removed by filtration. The filtrate was concentrated. The 
residue was subjected to silica gel column chromatography , and 
ethyl l-cyclohexyl-3-hydroKy-lff-pyrazole-4-carboxylate (46.2 
5 g r yield 97%) was obtained as a purple solid from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane to give 
colorless crystals, melting point: 91-92°C. 
Reference Example 249 

io a mixture of ethyl l-cyclohexyl~3~hydroxy~lH~pyrazole>-4~ 

carboxylate (46.0 g) , benzyl bromide (24.1 ml), potassium 
carbonate (28.1 g) and N,N- dime thy lformamide (400 ml) was 
stirred overnight at room temperature. Saturated aqueous 
ammonium chloride solution was added to the reaction mixture, 

15 and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous ammonium chloride solution and 
saturated aqueous sodium chloride solution, dried (MgSO*) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and ethyl 3-benzyloxy-l-cyclohexyl-lif- 

20 pyrasole~4~~carboxylate (61.5 g, yield 97%) was obtained as a 
yellow oily substance from a fraction eluted with ethyl 
acetate-hexane (1:19, volume ratio). 

1 H— NMR (CDC1 3 )S: 1*10 - 1.28 (3H, m) , 1.37 (3H, t, J - 7.2 Hz), 
1.38 ~ 1.49 (2H, m) , 1.56 - 1.82 (5H, m) , 3.81 - 3.92 (1H, m) , 

25 4.31 (2H, q, J = 7.2 Hz), 5.41 (2H, s) , 7.32 ~ 7.39 (5H, m) , 
7.77 (1H, s) . 
Reference Example 250 

To a mixture of ethyl 3-benzyloxy-l-cyclohexyl~-iH-~ 
pyrazole-4-carboxylate (31.5 g) and tetrahydrof uran (300 ml) 

30 was slowly added lithium aluminum hydride (2.73 g) at 0°C and 
the mixture was stirred at room temperature for 1 . 5 hours . 
Aluminum lithium hydride (1.81 g) was added, and the mixture 
was stirred at room temperature for 1 hour. IN Hydrochloric 
acid was added to the reaction mixture, and extracted with 

55 ethyl acetate. The ethyl acetate layer was washed with 1H 
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hydrochloric acid and saturated aqueous sodium chloride 
solution , dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and (3- 
benzyloxy-l-cyclohexyl-li?-pyrazol-4-yl)methanol (16.5 g r yield 
5 60%) was obtained as a* colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:1, volume ratio). 
l H-NMR (CDC1 3 )5: 1.14 - 1.35 (3H, m) , 1.40 - 1.86 (1H, brm) f 
1.59 - 1.86 (7H, m) , 3.87 - 4.00 {1H, m) , 4.48 (2H, d, J = 4.5 
Hz) , 5.24 <2H, s) , 7,31 - 7.41 (6H, m) . 

10 Reference Exairple 251 

To a mixture of (3-ben2yloxy-l"Cyclohexyl-lH-pyrazol~4- 
yl)methanol {16.5 g) , acetone cyanohydrin {8.77 ml), 
tributylphosphine (21.5 ml) and tetrahydrofuran (350 ml) was 
added a 40% solution (39.1 ml) of diethyl azodicarboxylate in 

15 toluene at room temperature and the mixture was stirred 
overnight. The reaction solution was concentrated and 
diisopropyl ether was added to the residue. The resulting 
nnnecQss^xy material was removed by filtration. The filtrate 
was concentrated. The residue was subjected to silica gel 

20 column chromatography, and a pale yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5, volume ratio). A mixture of the obtained oily substance, 
6N aqueous sodium hydroxide solution (100 ml) , tetrahydrofuran 
(100 ml) and ethanol (100 ml) was stirred under reflux for one 

25 day. After cooling to room temperature, the reaction solution 
was concentrated. The residue was diluted with water (300 ml) 
and washed with ethyl acetate. The aqueous layer was acidified 
by adding cone, hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 

30 aqueous sodium chloride solution, dried (MgS0 4 ) and 

concentrated to give (3-benzyloxy-l-cyclohexyl-lfl-pyrazol-4~ 
yl) acetic acid (7.86 g, yield 44%) as a yellow oily substance. 
2 H-NMR (CDC1 3 )8: 1.14 - 1.28 (3H, m) , 1.54 - 1.84 (7H, m) , 3.40 
(2H, s) , 3.76 - 3.92 (1H, m) , 5.05 (2H, s) , 7.32 - 7.41 (6H, 

35 m> . 
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Reference Exait^le 252 

A mixture of (3-benzyloxy-l-cyclohexyl-lH-pyrazoi-4- 
yl) acetic acid (7.86 g) , a 10% solution (125 ml) of 
hydrochloric acid in methanol and methanol (125 ml) was 

5 stirred overnight at room temperature. The reaction solution 
was concentrated and the residue was diluted with ethyl 
acetate* The diluted solution was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 

10 chromatography, and methyl (3-benzyloxy~l-cyclohexyl~ltf- 
pyrazol-4-yl) acetate (1.98 g, yield 24%) was obtained as a 
yellow oily substance from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio}. 

X H-NMR (CDC1 3 )8: 1-12 - 1.30 (3H, m> , 1.52-1.84 (7H, m) , 3.38 
(2H, s) , 3.70 (3H, s) F 3.76 - 3.89 (1H, m) , 5.06 (2H, s) , 7.33 
- 7.42 <6H, m) , 
Reference Example 253 

A mixture of methyl (3-benzyloxy-l-cyclohexyl~li*-pyrazol- 
4-yl) acetate (1.98 g) , 5% palladium-carbon (400 mg) and 
20 ethanol (60 ml) was stirred overnight at room temperature 

under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (1- 
cyclohexyl-3~hydroxy-li?-pyrazol-4-yl) acetate (1.24 g, yield 
25 92%) was obtained as a white solid from a fraction eluted with 
ethyl acetate-hexane (3:1, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane to give colorless 
crystals, melting point: 135-136°C. 
Reference Example 254 
30 To a solution of diethyl 2-f ormylsuccinate (2.02 g) in 

ethanol (15 ml) was dropwise added a solution of 
methylhydrazine (580 pj*) in ethanol (5 ml) at 0°C, The 
reaction solution was stirred at 0°C for 30 minutes and at room 
temperature for 1 hour, followed by heating to 80<>C. After 
35 stirring at said temperature overnight, the reaction solution 
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was concentrated. The obtained brown solid was recrystallized 
from ethyl acetate-hexane to give ethyl { 5 -hydroxyzine thy 1- 
lJT-pyrazol-4-yl) acetate {1.42 g, yield 77%) as colorless 
crystals, melting point: 104-~105°C. 
5 Reference Example 255 

To a solution of ethylhydrazine oxalate (4.08 g) in 
ethanol (30 ml) was added sodium ethoxide (3.70 g) at 0°C. The 
mixture was stirred at room temperature for 1 hour and a 
solution of diethyl 2-f ormyl succinate (5.00 g) in ethanol (30 
10 ml) was dropwise added at 0°C. The reaction solution was 
stirred at 0°C for 30 minutes and. at room temperature for 2 
hours, which was followed by heating until reflux. After 
stirring at said temperature overnight, the reaction solution 
was cooled to room temperature, and the resulting precipitate 
15 was removed by filtration. The filtrate was concentrated. The 
obtained residue was subjected to silica gel column 
chromatography, and ethyl (l-ethyl-5-hydroxy-lH~pyrazol-4- 
yl) acetate (2.36 g, yield 48%) was obtained as a brown solid 
from a fraction eluted with ethyl acetate-hexane (1:9, volume 
20 ratio) . The crystals were recrystallized from ethyl acetate- 
hexane to give colorless crystals, melting point; 107-108°C. 
Reference Example 256 

To a solution of ethyl hydrazinoacetate hydrochloride 
(3.56 g) in ethanol {25 ml) was added IN aqueous sodium 
25 hydroxide solution (23.1 ml) at 0*C. The reaction solution was 
stirred at room temperature for 1 hour and a solution of ethyl 
2-formylpropanoate (3.00 g) in ethanol (75 ml) was dropwise 
added at 0°C. The reaction solution was stirred at room 
temperature for 1 hour, which was followed by heating until 
30 reflux. After stirring overnight, the reaction solution was 
cooled to room temperature, and concentrated. The obtained 
residue was subjected to silica gel column chromatography, and 
ethyl (5-hydroxy-4-methyl-liJ-pyrazol-l-yl) acetate (3.35 g, 
yield 79%) was obtained as a colorless oil from a fraction 
55 eluted with methanol-ethyl acetate (1:7, volume ratio) . 
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1 H~ NMR (CDC1 3 )5: 1.25 - 1.32 (3H, m) , 1.39 (1.0H, d, J = 8.1 
Hz), 1.89 (2H, s), 3.22 (0.3H, t, J - 8.1 Hz) , 4.17 ~~ 4.26 
(2H, iq) , 4.45 (0.6H r s) , 4.58 (1.4H, s) , 7.22 - 7.24 (0.7H, 
rti) , 7.29 - 7.31 (Q.3H, m) . 
5 Reference Example 257 

To a solution of ethyl hydrazine acetate hydrochloride 
(1.64 g) in ethanol {10 ml) was dropwise added IN aqueous 
sodium hydroxide solution (10.6 ml) at 0°C. The reaction 
solution was stirred at room temperature for 1 hour and a 
10 solution of ethyl 2-f ormylbutanoate (2.13 g) in ethanol (30 
ml) was dropwise added' at 0°C. The reaction solution was 
stirred at room temperature for 2.5 hours, and at 80°C 
overnight. The reaction solution was cooled to room 
temperature and concentrated. The obtained residue was 
15 subjected to silica gel column chromatography, and ethyl (4- 
ethyl-5-hydroxy~ltf-pyrazol-l~yl) acetate (1.54 g, yield 81%) 
was obtained as a white solid from a fraction eluted with 
ethyl acetate-hexane (19:1, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane to give colorless 
20 crystals, melting point: 77-7 8°C. 
Reference Example 258 

A mixture of ethyl (E) -3- [l-benzyl-3- (1-methylethyl) -1H- 
pyrazol-4-yl]propenoate (30.25 g) , 5% palladium-carbon {3.5 g) 
and tetrahydrofuran (200 ml) was stirred overnight at room 
25 temperature under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. The 
residue was subjected to silica gel column chromatography, and 
ethyl 3- tl-benzyl~3- (1-methylethyl) -lH-pyrazol-4-yl] propanoate 
(11.73 g, yield 39%) was obtained as a yellow oily substance 
30 from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . 

a H-t#5R (CDC1 3 )8: 1*20 <3H, t, J- 7.2Hz), 1.30 <6H, d, J- 
7.0Hz), 2,44-2.55 <2H, m) , 2.68-2.79 (2H, m) , 2.99 (1H, 
septet, J- 7.0Hz), 4.09 (2H, q, J= 7 ,2Hz), 5.23 (2H, s) , 7.12- 
35 7.40 (6H, m) . 
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Reference Example 259 

Ethyl 3- [3- (1-methylethyl) -lH-pyrazol~4~~yl]propanoate 
(10.06 g, yield 47%) was obtained as a yellow oily substance 
from a fraction eluted following the compound described in 
5 Reference Example 258 in the silica gel column chromatography 
described in Reference Example 258. 

X H-NMR (CDC1 3 )8: 1.25 (3H, t r J- 7.2Hz) r 1.29 (6H, d, J~ 
7.0Hz), 2.50-2.60 (2H f m) , 2.72-2.83 (2H, m) , 3.06 <1H, 
septet, J- 7.0Hz), 4.14 (2H, q r J- 7.2Hz) r 7.34 (1H, s) . 

0 Reference Example 260 

To a mixture of 2-benzyloxy-3-ethylbenzaldehyde (12.40 
g) , methyl (methylthio) methyl sulfoxide (12.82 g) and 
tetrahydrofuran (100 ml) was added a 40% solution (2,00 ml) of 
benzyltrimethylanrimonium hydroxide in methanol at room 

• 5 temperature, and the mixture was stirred at 65°C for 2 hours. 
The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and 2- (2- 
benzyloxy-3-ethylphenyl)-l™~ (methylthio) vinyl methyl sulfoxide 
(15.20 g, yield 85%) was obtained as a yellow oily substance 

0 from a fraction eluted with ethyl acetate-hexane (1:1, volume 
ratio) . 

l H-NMR (CDCls)S: 1.24 (3H r t r J-7 - 6 Hz), 2.29 (3H, s) , 2.72 
{2H, q, J=7.6 Hz), 2.72 {3H, s) , 4. 79-4. 82 (2H, m) , 7.16 (1H, 
t, J-7.6 Hz), 7. 29 (1H, dd, J-7 . 6 , 1 . 6Hz) , 7.32-7.42 (3H, m) , 

5 7.49-7.51 (2H, m) , 7.95 (1H, dd, J-7 . 6, 1 .6Hz) , 8.03 (1H, s) . 
Reference Exaaple 261 

A mixture of 2- (2-benzyloxy-3-ethylphenyl) ™1~ 
(methylthio) vinyl methyl sulfoxide (14.90 g) , a 10% solution 
(100 ml) of hydrogen chloride in methanol and methanol (100 

0 ml) was refluxed for 16 hours. The reaction solution was 
concentrated. Ethyl acetate and aqueous sodium hydrogen 
carbonate were added to the residue and the mixture extracted. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 

5 residue was subjected to silica gel column chromatography, and 
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methyl (2-benzyloxy~3~ethyiphenyl) acetate {9,60 g, yield 79%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (4:96, volume ratio). 

'H-NMR (CDC1 3 )5: 1.25 (3H, t, J-7.6 Hz), 2.73 (2H, q r J-7 . 6 
5 Hz), 3.66 (3H r s) , 3,69 (2H, s) , 4.84 (2H r s) , 7.08 {IE, t, 
J-7. 6 Kz) , 7.13 {IB, dd, J-7. 6, 1.6Hz) , 7.19 {IE, dd, 
J-7. 6 r 1.6Hz) , 7.32-7.43 (3H, m) f 7.46-7,48 {2H, m) , 
Reference Exanple 262 

A mixture of methyl (2-benzyloxy-3-ethylphenyl). acetate 
{9.20 g) , 5% palladium-carbon (1.00 g) and methanol (50 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (3~ethyl~~2- 
hydroxyphenyl) acetate (5.40 g, yield 86%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio), 

a H-~NMR (CDC1 3 )5: 1.23 (3H, t, J-7 . 6 Hz), 2.69 <2H, q, J-7 . 6 
Hz) , 3.68 (2H, s) , 3.75 (3H, s) , 6.83 (1H, t, J-7 . 6 Hz), 6.94 
(1H, dd, J-7. 6,1.6Hz) , 7.10 (lH f dd, J-7 . 6 , 1 . 2Hz) , 7.53 (1H, 

S) . 

Reference Example 263 

A mixture of 2-coumaranone (25,00 g) , a 10% solution (30 
ml) of hydrogen chloride in methanol and methanol (30 ml) was 
stirred at 50°C for 30 minutes. The reaction solution was 
concentrated. Ethyl acetate and aqueous sodium hydrogen 
carbonate were added to the residue and the mixture was 
extracted. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl {2 -hydroxy phenyl) acetate (30.60 g, 
yield 99%) was obtained as a colorless oil from a fraction 
eluted with diethyl ether, 

X H-NMR {CDC1 3 )8: 3.68 (2H, s) , 3.74 (3H, s) , 6.86-6.93 (2H, m) , 
7.10 (1H, dd, J-7. 2, 1.6 Hz), 7.16-7.20 (1H, m) , 7.35 (1H, 
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Reference Example 264 

To a mixture of methyl (2-hydroxyphenyl) acetate (4.99 g) , 
diisopropyl amine {610 mg) and methylene chloride (300 ml) was 
5 slowly added N-bromosiaccinimide (5.34 g) under ice-cooling , 
and the mixture was stirred for 1 hour. The reaction mixture 
was poured into dilute hydrochloric acid, and extracted with 
chloroform. The chloroform layer was washed with saturated 
aqueous sodium chloride solution r dried (MgSC>4) and 
10 concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (3-bromo~2™hydroxyphenyl) acetate 
(5,60 g, yield 76%) was obtained as a colorless oil from a 
fraction eluted with chloroform. 

1 H-NMR (CDC1 3 )5: 3.71 (2H, s) , 3.73 (3H, s) , 6.32 (IE, s),6.78 

15 (1H, t, J-8.0 Hz), 7.11 (1H, dt r J-8.0, 0.8Hz) r 7.41 (1H, dd, 
J-8.0,1.6 Hz) . 
Reference Example 265 

A mixture of methyl (3-bromo-2-hydroxyphenyl) acetate 
(4.30 g) , benzyl bromide (3.30 g) , potassium carbonate (4.84 

20 g) and acetone (50 ml) was refluxed for 1 hour. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (2-benzyloxy-3- 
bromophenyl) acetate (4,10 g, yield 70%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 

25 (4:96, volume ratio). 

l H-MR (CDC1 3 )6: 3.65 (3H r s) , 3.66 <2H, s) , 5.01 (2H, s),7.00 
(1H, t f J-8.0 Hz), 7.23 (1H, dd, J«8. 0,1.2 Hz) r 7.33-7,43 (3H, 
m) , 7 .49-7 .54 (3H, m) . 
Reference Example 266 

30 A mixture of methyl (2-benzyloxy~3~bromophenyl) acetate 

(2.01 g) , copper (I) cyanide (2.14 g) and N,N-dimethylf ormamide 
(30 ml) was stirred at 190°C for 16 hours. The reaction 
mixture was poured into a mixture of iron (III) chloride and 
dilute hydrochloric acid. The mixture was stirred for 1 hour 

35 and extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgSOO and concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (2-benzyloxy~~3- 
cyanophenyl) acetate (1.20 g, yield 71%) was obtained as a 
5 colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 

hl-NMR (CDC1 3 )8: 3.62 (2H r s) , 3.64 <3H, s) , 5.24 (2H, s) , 7.16 
(1H, t, J-7.6 Hz), 7.34-7.42 (3H r m) , 7 . 46-7.50 (3H, m) , 7.57 
(lH r dd r J«7.6,1.6 Hz) . 
10 Reference Example 267 

A mixture of methyl (2-benzyloxy~3-cyanophenyi) acetate 
{1.10 g) r 5% palladium-carbon (110 mg) and methanol (15 ml) 
was stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
15 filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and methyl (3~cyano-2- 
hydroxyphenyl) acetate {700 mg, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:7 , volume ratio). 
20 i H -NMR (CDC1 3 )5: 3.73 (2H, s) , 3.80 (3H, s) , 6.95 (1H, t r J-7 . 6 
He), 7.31 (1H, dt, J-7 . 6 , 0 . 8 Hz), 7. 48 (1H, dd, J-7. 6,1,6 Hz). 
Reference Example 268 

A mixture of methyl (2-benzyloxy-3-bromophenyl) acetate 
1,90 g) , copper(X) chloride (2.24 g) and N,N-dimethylf ormamide 
25 (20 ml) was stirred at 190°C for 16 hours. The reaction 
mixture was poured into dilute hydrochloric acid r and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS0 4 ) and concentrated. The residue was subjected to silica 
30 gel column chromatography, and methyl {2-benzyloxy-3- 

chlorophenyl) acetate {740 mg, yield 45%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(2:98, volume ratio). 

1 H— NMR (CDC1 3 )8: 3.64 {2H, s) , 3.65 (3H, s) , 5.02 {2H, s) , 7.05 
35 (1H, t, J-B.O Hz), 7.17 (1H, dd, J-8.0,1.6 Hz), 7.34-7.42 (4H, 
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m) , 7,46-7.51 (2H, m) . 
Reference Example 269 

A mixture of methyl (2-benzyloxy~3-chlorophenyl) acetate 
(680 mg) , 5% palladium-carbon (70 mg) and methanol (15 ml) was 
5 stirred overnight at room temperature under a hydrogen 

atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography r and methyl {3-chloro-2- 
hydroxyphenyl) acetate (300 mg, yield 64%) was obtained as a 
10 colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 

1 H-»NMR (CDC1 3 )8: 3.70 (2H, s) , 3.73 (3H, s) , 6.28 (1H, s) , 6.84 
(1H, .t f J-8.0 Hz) , 7.08 (lH r dd r J=8 . 0 , 0 . 8 Hz), 7.27 (1H, dd, 
0,1.0 Hz) . 

15 Reference Example 270 

To a mixture of ethyl 3- [3- (1-methylethyl) -lH-pyrazol-4- 
yl] propanoate (1.50 g) , 2~-chloro-~5- {trif luoromethyl) -1 , 3 , 4- 
thiadiazole (1.50 g) and N , ISI-dimethylf ormamide (15 ml) was 
added sodium hydride (60%, in oil, 0.34 g) at 0°C f and, after 

20 termination of hydrogen generation, the mixture was stirred at 
room temperature for 1 hour. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 

25 was subjected to silica gel column chromatography, and ethyl 
3~ { 3- ( 1-methylethyl) -1- [5- (trif luoromethyl) -1 r 3 , 4-thiadiazol- 
2-yi] -lH~pyrazol-4~yl}propanoate (1.29 g, yield 50%) was 
obtained as a yellow oily substance from a fraction eluted 
with ethyl acetate-hexane (1:4, volume ratio). 

30 X H-NMR (CDC1 3 )5: 1*27 <3H, t r J— 7.1Hz), 1.30 (6H, d, J= 

7.0Hz), 2.57-2.90 (4H, m) , 3.01 (1H, septet, J- 7.0Hz), 4.17 
(2H, q, J= 7.1Hz), 8.13 (1H, s) . 
Reference Example 271 

To a solution of ethyl 3- {3- (1-methylethyl) -1- [5- 

35 {trif luoromethyl) -1, 3 ,4-thiadiazol-2-yl] -lH-pyrazol-4- 
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yl}propanoate (1.29 g) in tetrahydrofuran (15 ml) was dropwise 
added a 1.5M solution (5.7 ml) of diisobutylaluminum hydride 
in toluene at 0°C, and the mixture was stirred at room 
temperature for 1 hour. The reaction mixture was poured into 
5 dilute hydrochloric acid, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
3~{3~ (1-methylethyl) -1- [5- (trif luoromethyl) -1 , 3 , 4-thiadiazol- 
10 2-yl]~lH-pyrazol-4-yl}-l-propanol (0.82 g, yield 73%) was 
obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (2:3, volume ratio) . .The crystals were 
recrystallized from ethyl acetate-hexane . melting point: 89- 
90°C. 

15 1 H— NMR (CDC1 3 )5: 1-30 (6H, d, J= 7.0Hz), 1.45 (1H, br s) , 1.82- 
1.98 (2H, m) , 2.62 (2H, t, J= 7.8Hz) r 3.00 (1H, septet, J- 
7.0Hz) , 3.76 <2H, t, J- 6.0Hz), 8.13 (1H, s) . 
Reference Example 272 

To a mixture of lHbenzyi-4- [ 3- (1 r 3-dioxolan-2~yl) propyl] - 

20 lH-pyrazol~3-ol (21.8 g) and N,N-dimethylf ormamide (150 ml) 
potassium carbonate (16.7 g) was added diethyisulf uric acid 
(17*3 ml) at room temperature, and the mixture was stirred 
overnight. Saturated aqueous ammonium chloride solution was 
added to the reaction mixture, and the mixture was extracted 

25 with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained residue was subjected to silica gel 
column chromatography, and l-benzyl-4- [3- (1 , 3-dioxolan-2- 
yl) propyl] -3-ethoxy-lH-pyrazole (19.5 g, yield 82%) was 

30 obtained as a yellow oily substance from a fraction eluted 
, with ethyl acetate-hexane (1:3, volume ratio)* 

X H EMR (CDC1 3 ) 8: 1*36 (3B, t, J — 6.9 Hz), 1.57 - 1.74 (4H, 

m) , 2.32 - 2.39 (2H, m) , 3.80 - 3.98 (4H, m) , 4.22 (2H, q, J - 

6.9 Hz), 4.82 - 4.87 (1H, m) , 5.07 (2H, s) , 6.93 (1H, s) , 7.13 

35 - 7.17 (2H, m) , 7.23-7.35 (3H, m) . 
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Reference Example 273 

A mixture of 3 , 3-dimethyl-2--butanone (6.19 ml) and 
bis {dime -thy lamino) methoxyme thane (6,61 g) was heated under 
reflux for 10 hours. The reaction mixture was concentrated 

5 under reduced pressure. Hydrazine monohydrate (1.60 g) and n- 
butyl alcohol (24.9 ml) were added to the residue, and the 
mixture was heated under reflux for 7 hours, The reaction 
mixture was concentrated under reduced pressure to give 3- 
tert~butyl~lH~pyrazole (3.79 g, yield 61%) as a yellow oily 

0 substance . 

a H-HMR (CDC1 3 ) S: 1.34 {9H, s) , 6.10 (1H, d, J-=2 . 0 Hz), 7.49 
(1H, d, J-2.0 Hz) , 10.3 (1H, br s) . 
Reference Example 274 

To a mixture of 3~tert-butyl-lH-~pyrazole (3.72 g) , 2- 

5 chloro-5- (trif luoromethyl) pyridine {5.45 g) and H- 

methylpyrrolidone (18.6 ml) was added sodium hydroxide {1.80 
g) while stirring the mixture at room temperature. After 
allowing reaction as it was for 8 hours, water (38 ml) and 6H 
hydrochloric acid (80 ml) were added and the mixture was 

0 extracted with ethyl acetate. The extract was washed with 

water and concentrated under reduced pressure. The residue was 
subjected to silica gel column chromatography , and eluted with 
hexane and then with toluene to give 2- (3-tert-butyl-lH- 
pyrazol-l-yl) -5- (trif luoromethyl) pyridine (7.04 g r yield 87%) 

5 as a colorless oil. 

1 H— NMR {CDCI3) 8: 1-37 (9H, a), 6.37 (lH,d, J-2.6 Hz), 7.97 
(1H, dd, J-8.7, 2,1 Hz), 8.08 (1H, d, J-8.7 Hz) , 8.46 <1H, d, 
J-2.7 Hz) , 8.6-8.7 (1H, m) . 
Reference Exainple 275 

0 Iodine (3.91 g) and successively diammonium cerium(IV) 

nitrate (844 mg) were added to a solution of 2- (3-tert-butyl- 
lH-pyrazol-l-yl) -5- (trif luoromethyl ) pyridine (6.93 g) in 
acetonitrile (139 ml) while stirring the mixture at room 
temperature, and the reaction was continued for 5 hours. After 

5 the completion of the reaction, the reaction mixture was 
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concentrated under reduced pressure. Water was added to the 
residue and the mixture was extracted with ethyl acetate. The 
organic layers were combined, washed with saturated aqueous 
sodium thiosulfate solution, dried (magnesium sulfate) and 
5 concentrated under reduced pressure to give 2- (3-tertHbutyl-4- 
iodo-lH-pyrazol-l-yl) -5- (trif luoromethyl) pyridine (9 . 82 g, 
yield 96%) as a yellow oily substance. 

1 H~NMR (CDC1 3 ) 8: 1-49 {9H, s) , 7.97 (1H, dd, J-8.7, 2.1 Hz), 
8.03<1H, d, J-8.7 Hz), 8.59 <1H, s) , 8.6-8.7 (lH r . m) . 
Reference Example 276 

A mixture of 2- (3-tert™butyl-4~iodo-lH-pyrazol-l-yl) -5~ 
(trif luoromethyl) pyridine (8.68 g) , palladium acetate {494 
rug) r triphenylphosphine (1.15 g) , sodium acetate {3.61 g) , 
benzyltriethylammonium chloride {5.01 g) , methyl acrylate 
(7.89 ml) and N-methylpyrrolidone (86.8 ml) was stirred in a 
nitrogen stream at an outer temperature of 80°C for 17 hours. 
The reaction mixture was cooled to room temperature and an 
insoluble material was removed by filtration. Water was added 
to the filtrate and the mixture was extracted with ethyl 
acetate. The organic layers were combined , washed with water, 
dried (sodium sulfate) and concentrated under reduced 
pressure. The residue was subjected to silica gel column 
chromatography, and methyl (E) -3-{ 3-tert-butyl-l- [5- 
( trif luoromethyl) ~2~~pyridinyl] -lH-pyrazol-4-yl}-2-propenoate 
(5.43 g, yield 70%) was obtained as a white solid and was 
obtained from a fraction eluted with hexane-ethyl acetate 
(19:1, volume ratio). 

X H-NMR (CDCI3) 8: 1-44 (9H, s) , 3.80 {3H, s) , 6.26 (1H, d r 
J-15.8 Hz), 7.86 <1H, d, J-15.8 Hz), 8.00 (1H, dd, J-8.6, 2,2 
Hz), 8,10 (lH r d, J-8.7 Hz), 8.65 (1H, d, J=2.2 Hz), 8.77 {1H, 

3) . 

Reference Example 277 

To a mixture of methyl (E) -3- {3-tert-butyl-l- [5- 
(trif luoromethyl) -2-pyridinyl J ~lH^pyrazoi-4~yl } ~2-propenoate 
(3.00 g) , 5% palladium-carbon (9.00 g) , ethanoi (50 ml) and 
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tetrahydrofuran (10 ml) was added formic acid (25 ml) , and the 
mixture was stirred for 2 hours with heating under reflux. The 
reaction mixture was cooled to room temperature and palladium- 
carbon was removed by filtration* The filtrate was 

5 concentrated under reduced pressure and the residue was 
diluted with ethyl acetate. The obtained ethyl acetate 
solution was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried (MgS04) and concentrated 
to give a white solid. To a solution of the obtained solid in 

0 tetrahydrofuran {100 ml) was dropwise added a 0.93M solution 
(26.9 ml) of diisobutylalurninum hydride in hexane at 0°C and 
the mixture was stirred at room temperature for 30 minutes. IN 
Hydrochloric acid was added to the reaction mixture and the 
mixture was extracted with ethyl acetate. The extract was 

5 washed with saturated brine T dried {MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography , 
and 3-{3~tert~butyl-l- [5- (trif luoromethyl) -2-pyridinyl] -1H- 
pyrasol-4~yl}-l-propanol (2,74 g, yield 98%) was obtained as a 
white solid from a fraction eluted with ethyl acetate-hexane 

0 (l:4 r volume ratio). The crystals were recrystallized from 
ethyl acetate-hexane to give colorless crystals, melting 
point: 69~70<>C. 
Reference Example 278 

A mixture of 3-tert-~butyl~lH~pyrazole (2.00 g) , sodium 

5 hydride (60% in oil, 773 mg) and N,N-dimethylf ormamide (8 0 ml) 
was stirred at room temperature for 30 minutes , and benzyl 
bromide (2.11 ml) was added. The mixture was stirred overnight* 
Water was added to the reaction mixture,, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

0 washed with saturated brine r dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and l-benzyl-3-tert~butyl-lH~pyrasole (3.44 g, quantitative) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (1:5, volume ratio). 

5 1 H-HMR (CDC1 3 ) 5: 1*33 (9H, s) , 5.27 (2H, s) , 6.10 <1H, d, 
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J-2.4 Hz), 7,14-7.19 (3H r m) , 7,24-7.37 <3H, m) . 
Reference Example 279 

A mixture of l-benzyi-3-tert-butyl-lH-pyrazole (3.44 g) , 
iodine (2.44 g) , diammonium cerium (IV) nitrate (5.28 g) and 
5 acetonitrile (80 ml) was stirred overnight at room 

temperature. Mater was added to the reaction mixture and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium hydrosulfite 
solution and saturated brine, dried (Mg30 4 ) and concentrated to 
10 give l-benzyl-3-tert-butyl-4"iodo~~lH-pyrazole (5.34 g, yield 
97%) as a green oily substance. 

X H~NMR (CDC1 3 ) 8: 1-44 (9H, s) , 5.21 (2H, s) , 7.18-7.26 (3H r 
m) , 7.27-7.38 (3H, m) . 
Reference Example 280 

^5 To a mixture of l-benzyl-3~tert-butyl-4-iodo-lH~pyrazole 

(5.34 g) , palladium (II) acetate (353 mg) , triphenylphosphine 
(824 mg) , benzyltriethylammonium chloride (3.58 g) , methyl 
acrylate (5.63 ml) and l~methyl-2-pyrrolidone (62.8 ml) was 
added sodium acetate (2.58 g) at room temperature, and the 

20 mixture was heated to 80°C under an argon atmosphere. The 
mixture was stirred overnight at said temperature. The 
reaction mixture was cooled to room temperature, and an 
insoluble material was removed by filtration. Water was added 
to the filtrate, and the mixture was extracted with ethyl 

25 acetate. The extract was -washed with water and saturated 
aqueous sodium hydrosulfite solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (E) -3- (l-benzyl-3-tert-butyl-lH- 
pyrazol-4-yl) -2-propenoate (3,24 g, yield 69%) was obtained as 

30 a brown oily substance from a fraction eluted with ethyl 
acetate-hexane (1:9, volume ratio). 

1 H-NMR (CDCI3) 8: 1-40 (9H, s) , 3.75 (3H, s) , 5.23 (2H, s) , 
5.93 (1H, d, J-15.8 Hz), 7.20-7.28 (2H, m) , 7.31-7.40 (3H, m) , 
7.47 (1H, s) , 7.84 (1H, d r J-15.8 Hz). 
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Reference Example 281 

To a mixture of methyl (E) -3- (l-benzyl~3-tert-butyl-lH~- 
pyrazol-4-yl) -2~propenoate (3.24 g) , 5% palladium-carbon {9,00 
g) r ethanol (50 ml) and tetrahydrofuran {10 ml) was added 
5 formic acid (25 mi) r and the mixture was stirred overnight 

while heating under reflux* The reaction mixture was cooled to 
room temperature and palladium-carbon was removed by 
filtration. The filtrate was concentrated and the residue was 
diluted with ethyl acetate. The obtained ethyl acetate 
10 solution was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried (MgS04) and concentrated 
to give methyl 3- (3-tert-butyl-lH-pyra2ol-4-yl)propanoate 
(2.08 g, yield 91%) as a colorless oil. 

1 H-NMR (CDC1 3 ) 5: 1-38 <9H, s) , '2,57-2.65 {2H, m) , 2.88-2.95 

15 <2H, m) , 3,69 (3H r s) , 7.33 <1H, s) . 
Reference Exanple 282 

To a mixture of 3-hydroxy~2-methylisonicotinic acid (4.52 
g) , potassium carbonate (18.6 g) and N,N~dimethylf ormamide 
{200 ml) was added benzyl bromide {15.9 ml) at room 

20 temperature and the mixture was stirred for 3.5 days. 

Saturated aqueous sodium hydrogen carbonate was added to the 
reaction mixture and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with water and 
saturated brine, dried (MgSO*) and concentrated. The residue 

25 was subjected to silica gel column chromatography, and benzyl 
3- (benzyloxy) -2~methylisonicotinate (4.18 g, yield 43%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (3:7 r volume ratio). 

l H-NMR (CDC1 3 ) 5: 2.55 (3H, s) , 4.94 (2H, s) , 5.34 {2H, &) , 
30 7.30-7.44 (10H r m) , 7.48 (1H, d, J-5 ♦ 1 Hz), 8.35 (1H, d, 
Hz) . 

Reference Example 283 

To a solution of benzyl 3- (benzyloxy) -2- 
methylisonicotinate (4.18 g) in tetrahydrofuran (100 ml) was 
35 dropwise added a 0.93M solution (45.0 ml) of 
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diisobutylaluminum hydride in hexane at 0°C and the mixture was 
stirred at said temperature for 1 hour. Sodium sulfate 10 
hydrate (13.5 g) was added to the reaction mixture and the 
mixture was stirred overnight at room temperature. The 
5 resulting insoluble material was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [3- (benzyloxy) -2-methyl~4-~ 
pyridinyl] methanol {2,50 g, yield 87%) was obtained as a white 
solid from a fraction eluted with ethyl acetate-hexane {4:1, 
10 volume ratio) . The crystals were recrystallized from ethyl 

acetate-hexane to give colorless crystals, melting point: 130- 
131°C. 

Reference Example 284 

To a mixture of [3- (benzyloxy) -2-methyl-4- 

15 pyridinyl] methanol (2.40 g) , acetone cyanohydrin (2.14 ml), 
tributylphosphine (5.23 ml) and tetrahydrofuran (200 ml) was 
added 1 , 1 f -azodicarbonyldipiperidine (5,30 g) at room 
temperature and the mixture was stirred for 1 hour. The 
reaction solution was concentrated. The residue was subjected 

20 to silica gel column chromatography, and a orange oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio) . A mixture of the obtained 
oily substance, potassium hydroxide (2.95 g) , water (25 ml) 
and ethanol (100 ml) was stirred overnight while heating under 

25 reflux. The reaction mixture was concentrated, and the residue 
was diluted with water. The obtained aqueous solution was 
washed with ether r carefully neutralised with cone, 
hydrochloric acid and extracted with ethyl acetate. The 
extract was washed with saturated brine, dried (MgSOJ and 

30 concentrated to give [3- (benzyloxy) -2-methy 1-4- 

pyridinyl] acetic acid (1.41 g, yield 52%) as a brown solid. 
1 H-NMR (CDC1 3 ) 8: 2.54 (3H, s) , 3.69 (2H, s) r 4.90 (2H, s) , 
7.20 (1H, d, J-5.1 Hz) , 7.30-7.48 (5H, m) , 8.25 (1H, d, J-5.1 
Hz) . 
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Reference Example 285 

To a mixture of [3- (benzyloxy) ~ 2 -methyl- 4- 
pyridinyl] acetic acid (1*41 g) , potassium carbonate (2-28 g) 
and K,N-dimethylformamide (50 ml) was added methyl iodide 
5 (1.02 ml) at room temperature and the mixture was stirred for 
2 hours. Saturated aqueous sodium hydrogen carbonate was added 
to the reaction mixture and the mixture was extracted with 
ethyl acetate. The extract was washed with water and saturated 
brine, dried (MgS0 4 ) and concentrated. The residue was 
10 subjected to silica gel column chromatography, and methyl [3- 
(benzyloxy) -2 -me thy 1-4 -pyridinyl] acetate (1.46 g, yield 98%) 
was obtained as a yellow oily substance from a fraction eluted 
with ethyl acetate-hexane (3:7 r volume ratio). 
X H-NMR (CDC1 3 ) 8: 2.57 (3H, s) , 3.63 (2H, s) , 3.67 (3H, s) , 
15 4.87 (2H, s) , 7.07 (1H, d, J-5.2 Hz), 7.30 - 7.50 (5H, m) , 
8.25 (1H, d, J=5.2 Hz) . 
Reference Example 286 

A mixture of methyl [3- (benzyloxy) 2-~methyl~4- 

pyridinyl] acetate (1.46 g) , 5% palladium- carbon (500 mg) and 
20 ethanol (60 ml) was stirred overnight at room temperature 

under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (3- 
hydroxy~2-methyl-4~pyridinyl) acetate {671 mg r yield 69%) was 
25 obtained as a yellow oily substance from a fraction eluted 
with raethanol-ethyl acetate (1:9, volume ratio). 
X H-!MR (CDC1 3 ) 5: 2-51 (3H, s) , 3.70 (2H, s) , 3.78 (3H, s) , 
6.89 (1H, d, J=5 . 0 Hz) r 8,01 (lH r d, J-5 . 0 Hz). 
Reference Example 287 
20 To a mixture of {3-isopropyl-l- [5- (trif luoromethyl) -2- 

pyridyl]~lH-pyrazol~4-yl}methanol (3.34 g) , acetone 
cyanohydrin (2.20 g) , tributylphosphine (4.76 g) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (5.90 g) at room temperature and the 
35 mixture was stirred for 2 hours. The reaction solution was 
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concentrated . The residue was subjected to silica gel column 
chromatography, and { 3-isopropyl-i- [5- (trif luoromethyl) ~2- 
pyridyl]~»lH-pyrazol-4-yl}acetonitrile {3.30 g f yield 9 6%) was 
obtained as a yellow oily substance from a fraction eluted 
5 with ethyl acetate-hexane (2:3 f volume ratio). 

X H— NMR {CDCI3) 8: 1-36 {6H, d, J-7.0 Hz), 3.04 (1H, septet, 
J-6.9 Hz) , 3.61 (2H r s) , 7.95-8.10 (2H, m) , 8.56 (1H, s) , 
8.62-8.65 (1H, m) . 
Reference Example 288 

10 A mixture of { 3-isopropyl-l- [5™ (trif luoromethyl) -2- 

pyridyl]-lH~pyrazol-4-yl}acetonitrile (3.30 g) , 6N aqueous 
sodium hydroxide solution (11 ml) , ethanol (20 ml) and 
tetrahydrofuran (20 ml) was refluxed overnight. The reaction 
mixture was concentrated and water {80 ml) was added. The 

15 mixture was washed with diethyl ether. The aqueous layer was 
acidified by adding cone, hydrochloric acid and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine r dried (MgSQ 4 ) and concentrated. A 
mixture of the obtained oily substance, cone, sulfuric acid 

20 (0.1 ml) and ethanol (40 ml) was refluxed overnight. The 

reaction mixture was concentrated and aqueous sodium hydrogen 
carbonate was added to the residue. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated. The residue 

25 was subjected to silica gel column chromatography, and ethyl 
{3-isopropyl-l- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl} acetate (2.78 g, yield 73%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). 

30 i h— NMR (CDCI3) 8: 1*28 <3H, t, J=7 . 1 Hz), 1.32 (6E, d, J-6.9 
Hz), 3.02 <1H, septet, J-6.9 Hz), 3.53 (2H, s) , 4.18 (2H, q, 
J-7,1 Hz), 7.91-7.97 (1H, m) , 8.04 (1H, d, J-8.4 Hz), 8.46 
(1H, s) , 8.60-8.62 (1H, m) . 
Reference Example 289 

35 To a mixture of ethyl { 3-isopropyl-l- [5- 
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(trif luoromethyl) ~2~pyridyl] -lH-pyrazol-4-yi } acetate (2. 68 g) 
and tetrahydrofuran (35 ml) was slowly added a 1 . 5M solution 

{13.0 ml) of diisobutylaluminum hydride in toluene at 0°C and 
the mixture was stirred at room temperature for 1 hour. The 
5 reaction mixture was poured into dilute hydrochloric acid and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated to give 2- {3-i sop ropy 1-1- [5- 

( trif luorome thy 1) -2-pyridyl]-lH-pyrazol~4-yl }-l-ethanol {i .21 
10 g, yield 51%) as colorless crystals. The crystals were 

r eery stalli zed from ethyl acetate-hexane , melting point: 74- 
75°C. 

1 H-NMR (CDC1 3 ) 5: 1.34 (6H, d r J-7 • 0 Hz) , 1.58 (1H, t r J=5 . 8 
Hz), 2.78 (2H r td, J-6.6, 0,8 Hz), 3.05 (1H, septet, J-6,9 

15 Hz), 3.87 (2H, q, J-6.4 Hz), 7.95 (1H, dd, J=9 . 0 , 2.0 Hz), 
8,04 (lH r d, J*=8.8 Hz), 8.36 (1H, s) , 8,59-8.61 (1H, m) , 
Reference Exannple 290 

To a mixture of ethyl 3~ [3- (1-ethylpropyl) -lH-pyrazol-4-- 
yljpropanoate (3.34 g) , 2 , 5-dibromopyridine (3.65 g) and N,N- 

20 dimethyl formamide (20 ml) was added 60% sodium hydride (0,67 
g) and the mixture was stirred at 100°C for 4 hours. The 
reaction mixture was poured into dilute hydrochloric acid and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine , dried (MgS0 4 ) and concentrated. 

25 Sthanol (20 ml) and cone, sulfuric acid (0.1 ml) were added to 
the residue and the mixture was stirred at 50°C for 6 hours. 
The reaction mixture was poured into aqueous sodium hydrogen 
carbonate solution and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 

30 brine, dried (MgS0 4 ) and concentrated. The residue was 

subjected to silica gel column chromatography, and ethyl 3~[1- 
{5-bromo~~2-pyridinyl) -3- (1-ethylpropyl) -lH-pyrazol~-4- 
yl]propanoate (3.90 g, yield 71%) was obtained as a white 
powder from a fraction eluted with ethyl acetate-hexane (1:9, 

35 volume ratio) . 
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1 H-~NMR (CDCI3) 8: 0,86 <6H, t, J=7 , 6 Hz), 1.26 (3H # t, J-7 . 2 
Hz), 1.64-1.80 (4H, m) p 2.56-2.64 (3H f m) , 2.78-2.81 (2H, m) , 
4.16 (2H, q, J-7. 2 Hz), 7.82-7.83 (2H, m) , 8.20 (1H, s) , 8.38- 
8.39 {lH r m) . 
5 Reference Example 291 

To a solution of ethyl 3~ [1~ (5-bromo-2-~pyridinyl) -3- (1- 
ethylpropyl) -lH-pyrazol-4~yl3propanoate (3.80 g) in 
tetrahydrofuran (50 ml) was dropwise added a 1.0 M solution 
(30 ml) of diisobutyl aluminum hydride in hexane at 0°C and the 

10 mixture was stirred at room temperature for 2 hours. The 

reaction mixture was poured into dilute hydrochloric acid r and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine r dried (MgS0 4 ) 
and concentrated. The residue was subjected to silica gel 

15 column chromatography, and 3- [1- {5-bromo-2~pyridinyl) -3- (1- 
ethylpropyl) ~lH-pyrazol-4~-yl] ~l-propanol {2.60 g, yield 77%) 
was obtained as a white powder from a fraction eluted with 
ethyl acetate-hexane (3:7, volume ratio). 
X H-NMR {CDCI3) 5: 0.86 (6H r t, J-7 . 6 Hz), 1.30 (1H, t, 

2 ® J-5.2Hz), 1.66-1.80 (4H, m) , 1.87-1.91 (2H, m) , 2.54-2.60 (3H, 
m) , 3.72-3.76 (2H, m) , 7,83 (2H r m) , 8.20 {1H, s) , 8.38-8.39 . 
(1H, m) . 

Reference Example 292 

To .a mixture of 2-isopropylphenoi (13.62 g) , . 

25 tributylamine (7.41 g) and toluene {50 ml) was added tin 

tetrachloride (1.18 ml) at room temperature and the mixture 
was stirred for 30 minutes. Paraformaldehyde (6.60 g) was 
added, and the mixture was stirred overnight at 100°C> The 
reaction mixture was poured into dilute hydrochloric acid and 

30 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO^) and concentrated. 
The residue was subjected to silica gel column chromatography r 
and 2~hydroxy-3~-isopropylbenzaldehyde (9.90 g, yield 60%) was 
obtained as a colorless oil from a fraction eluted with hexane 

35 1 H-HMR (CDCI3) 5: 1-25 (6H, t, J-6 . 8 Hz), 3.30-3.40 (1H, m) , 
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6.99 (1H, t r J-7-6 Hz), 7.40 (1H, dd r J=7 . 6 , 1.6 Hz), 7.47 
(1H, dd, J-7.6, 1-6 Hz) , 9.89 (1H, s) , 11.37 (1H, s) . 
Reference Example 293 

A mixture of 2-hydroxy-3~~isopropylbenzaldehyde (8.10 g) r 
5 benzyl bromide (10.12 g) r potassium carbonate (8.18 g) and 
N,N-dimethylformamide (30 ml) was stirred at 50°C for 1 hour. 
The reaction mixture was poured into dilute hydrochloric acid r 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO^) and concentrated. 
0 The residue was subjected to silica gel column chromatography, 
and 2-benzyloxy-3-isopropylbenzaldehyde (11,70 g, yield 93%) 
was obtained as a colorless oil from a fraction eluted with 
ethyl acetate-hexane (2:98, volume ratio). 

1 H«HMR (CDCls) 5: 1*25 (6H r d r J-6.8 Hz), 3.40-3.46 (1H, m) , 
5 4.97 (2H, s) , 7.25 (1H, t, J-7 . 8 Hz), 7.36-7.44 (5H, m) , 7.57 
(1H, dd, J-7.8, 1.8Hz), 7.71 (1H, dd, J-7.8, 1.8 Hz), 10.30 
(1H, s) . 

Reference Example 294 

To a mixture of 2-benzyloxy-3-isopropylbenzaldehyde 

0 (11.50 g) , methyl (methylthio) methyl sulfoxide (11.23 g) and 
tetrahydrofuran (100 ml) was added a 40% solution (2.00 ml) of 
benzyltrimethylammonium hydroxide in methanol at room 
temperature and the mixture was stirred at 65°C for 2 hours. 
The reaction solution was concentrated.. The residue was 

5 subjected to silica gel column chromatography, and 2-[2- 
(benzyloxy ) -3-isopropylphenyl] -1- (methylthio) vinyl methyl 
sulfoxide (13.50 g r yield 83%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). 

0 X H-NMR (CDCls) 8: 1.22 (6H, dd, J-6 . 8 , 0.8 Hz), 2,30 (3H, s) , 
2.72 (3H r s) , 3.35-3.43 (1H, m) , 4.76-4.82 (2H, m) , 7.19 (1H, 
t, J=7.8 Hz), 7.32-7.43 (4H, m) , 7.49-7.52 (2H, m) , 7.93 (1H, 
dd, J-7.8, 1.6 Hz), 8.05 (1H, s) . 
Reference Example 295 

5 A mixture of 2- [2- (benzyloxy ) -3-isopropylphenyl] -1- 
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(me thy lthio) vinyl methyl sulfoxide (13.30 g) and a 10% 
solution (100 ml) of hydrogen chloride in methanol was 
refluxed for 2 hours. The reaction solution was concentrated 
and ethyl acetate and aqueous sodium hydrogen carbonate were 

5 added to the residue and the mixture was extracted. The ethyl 
acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated. The residue was subjected to silica gel 
column chromatography, and methyl (2-benzyloxy-3- 
isopropylphenyl) acetate (8.90 g, yield 80%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(4:96 f volume ratio). 

X H— NMR (CDC1 3 ) S: 1.24 <6H, d, J=6 . 8 Hz) , 3. 32-3 . 44 <1H, a) , 
3.67 (3H r s), 3.71 <2H, s) , 4.84 (2H, s) , 7.11-7.14 (2H, «)', 
7.24 (1H, dd, J-6.4, 3.2 Hz), 7.35-7.43 (3H, m) , 7.47-7.49 
15 <2H, m) . 

Reference Example 296 

A mixture of methyl <2-benzyloxy-3- 
isopropylphenyl) acetate (8.40 g) , 5% palladium-carbon (0.80 g) 
and methanol (80 ml) was stirred overnight at room temperature 
20 under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration, and the filtrate was concentrated. The residue was 
subjected to silica gel column chromatography, and methyl (2- 
hydroxy-3-isopropylphenyl) acetate (4.80 g, yield 82%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
25 acetate-hexane (1:9, volume ratio). 

1 H— NMR (CDCI3) 6 : 1.24 <6H, d, ,J=6 . 8 Hz), 3.32-3.43 (1H, m) , 
3-68 (2H, s), 3.75 (3H, s) , 6.83 (1H, t, J^7 . 6 Hz), 6.93 (1H, 
dd, J-7.6, 1.2 Hz), 7.16 (1H, dd, J-7 . 6 , 2.0 Hz), 7.66 (1H 
s) . 

30 Reference Exanqple 297 

To a mixture of ethyl 3- (3-i S opropyl~l H ~pyrazol-4- 
yDpropanoate {0.50 g) , 2-chloro-3- (trif luoromethyl) pyridine 
(0.43 g) and N,N-dimethylformamide (10 ml) was added 60% 
sodium hydride (0.1 g) at 100°C and the mixture was stirred for 
35 1 hour. The reaction mixture was poured into dilute 
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hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated. Ethanol {10 ml) and cone, sulfuric acid 
{0.05 ml) were added to the residue and the mixture was 
stirred at 70°C for 2 hours. The reaction mixture was poured 
into an aqueous sodium hydrogen carbonate solution, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography,, 
and ethyl 3~{3-isopropyl-l- [3~ (trif luoromethyl) -2-pyridinyl] - 
lH-pyrazol-4-y-l }propanonate (0.60 g, yield 71%) was obtained 
as a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

1 H»NMR (CDC1 3 ) 8: 1.26 {3H, t, J=7 . 2 Bz) , 1.32 (6H, d, J=7 . 2 
Hz), 2.62-2.66 (2H, m) , 2.82-2.86 (2H, m) , 2.99-3.06 (1H, m) , 
4.15 (2H, q r J-7.2 Hz), 7.32 (1H, dd, tf=8.Q, 4.8 Hz) , 7,96 
(1H, s) , 8.14 (1H, dd, J-8.0, 1.6 Hz), 8.59 (1H, dd, J-4.8, 
1.6 Hz) . 

Reference Example 298 

To a solution of ethyl 3- {3-isopropyl ~l-[3- 
(trif luoromethyl) ~2~pyridinyl] -lH-pyrazol-4-yllpropanoate 
(0.60 g) in tetrahydrofuran (10 ml) was dropwise added a 1.0 M 
solution (10 ml) of diisobutylaluminum hydride in hexane at 0°C 
and the mixture was stirred at room temperature for 2 hours. 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3- { 3-isopropy 1-1- [3- (trif luoromethyl) -2-pyridinyl] -1H- 
pyrazol~4-yl}-l~propanol (0.44 g, yield 83%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio) . 

X H-NMR (CDCI3) 8: 1.32 <6H, d r J-6 . 8 Hz), 1.88-1.95 {2H, m) , 
2.58-2.62 (2H r m) , 2,98-3.05 <1H, m) , 3.73-3.76 (2H, m) r 7.29- 
7.33 (1H, m) , 7.96 (lH f s) , 8.14 (1H, dd f J-8.2, 1.2 Hz), 8.59 
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(lH r dd, J=4. 8, 1.6 Hz) . 
Reference Example 299 

To a mixture of ethyl 3- (3-isopropyl-lH-pyrazol~~4- 
yl)propanoate (0.50 g) , 2-chioro-4~ (trif luoromethyl) pyridine 

(0.43 g) and N r H-dirnethylformamide (10 ml) was added 60% 
sodium hydride (0,19 g) at 100°C and the mixture was stirred 
for 1 hour* The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgSO^) 
and concentrated. Ethanol (10 ml) and cone, sulfuric acid 

(0.05 ml) were added to the residue and the mixture was 
stirred at 70°C for 2 hours. The reaction mixture was poured 
into an aqueous sodium hydrogen carbonate solution, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine , dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and ethyl 3- { 3~isopropyl-l- [4- (trif luoromethyl) -2-pyridinyl] - 
lH-pyrazol-4™yl}propanoate (0,54 g, yield 64%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9 r volume ratio). 

l HHNMR (CDC1 3 ) §: 1.26 (3H r t, J=7 . 2 Hz), 1.34 (6H f d, J-7 . 2 
Hz), 2.62-2.66 (2H, m) , 2.81-2.85 (2H, m) , 3.01-3.08 (1H, m) , 
4.16(2B, q, 2 Hz), 7.28 (1H, dd f J-5.2, 1.2 Hz) , 8.14 (lH f 

s) , 8.27 {lH r s) , 8.50 (lH r d, J=5 . 2 Hz). 
Reference Example 300 

To a solution of ethyl 3- { 3-isopropyl-l- [4- 
( trif luoromethyl) -2-pyridinyl] -lH™pyrazol-4-yl Jpropanoate 
(0.45 g) in tetrahydrof uran (6 ml) was dropwise added a 1.0 M 
solution (5 ml) of diisobutyl aluminum hydride in hexane at 0°C 
and the mixture was stirred at room temperature for 2 hours . 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3-{3-isopropyl-l- [4- (trif luoromethyl) -2-pyridinyl] -1H- 
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pyrazol-4-yl}-l-propanol (0.37 g, yield 93%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio). 

^-MR (CDC1 3 ) S: 1.34 {6H, d r J=6.8Hz), 1.89-1.95 <2H, m) , 
5 2,58-2.62 (2H r m) , 3.01-3.08 (lH r m) , 3.75 (2H, m) , 7.28 (IE, 
d, Cr=5.2 Hz), 8.15 (1H, s) , 8.26 (1H, s) , 8.50 (lH f d, J=5.2 
Hz) . 

Reference Example 301 

To a mixture of ethyl 3~~ (3~isopropyl-lH~~pyrazol-4- 

10 yl)propanoate {0.63 g) , 2-chloro~6- (trif luororaethyl) pyridine 
{0.55 g) and N,N~dimethylf ormamide (10 ml) was added 60% 
sodium hydride (0.20 g) at 100°C and the mixture was stirred 
for 1 hour. The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 

1 5 acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated. Ethanol (10 ml) and cone, sulfuric acid 
(0.05 ml) were added to the residue and the mixture was 
stirred at 70°C for 2 hours. The reaction mixture was poured 
into an aqueous sodium hydrogen carbonate solution, and 

20 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and ethyl 3- { 3-isopropyl-l- [6- (trif luoromethyl) -2-pyridinyl] - 
lH-pyrazol-4-yl}propanoate (0.67 g, yield 63%) was obtained as 

25 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

a H— IsIMR (CDCI3) 8: 1-28 (3H r t, J=7 . 2 Hz), 1.33 <6H, d, J=7 . 2 
Hz), 2.63-2,67 (2H, m) , 2.83 (2H, t, J-8 . 0 Hz), 3.01-3.07 (1H, 
m) , 4.17 (2H, q, J=7 . 2 Hz), 7.44 (10, d, J-7 . 6 Hz), 7.88-7.92 
30 (1H, m) , 8.11 (1H, d, J-8.4 Hz), 8.30 (1H, s) . 
Reference Example 302 

To a solution of ethyl 3- {3-isopropyl-l- [6- 
(trif luoromethyl) -2-pyridinylj -lH-pyrazol-4-yl }propanoate 
(0.47 g) in tetrahydrofuran (5 ml) was dropwise added a 1.0 M 
35 solution (4 ml) of diisobutyl aluminum hydride in hexane at 0°C 
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and the mixture was stirred at room temperature for 2 hours. 
The reaction mixture was poured into dilute hydrochloric acid, 
and extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
5 The residue was subjected to silica gel column chromatography , 
and 3-{3-isopropyl~~l-[6- (trif luoromethyl) -2-pyridinyl] -1H— 
pyrazol-4~yl}~l~propanol (0.38 g, yield 92%) was obtained as a 
white powder from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio). 

10 Ih-NMR (CDCI3) S: 1-33 (6H, d, J-7 . 2 Hz), 1.89-1.96 (2H r m) , 
2.57-2.61 <2H, m) r 3.00-3.07 (1H, m) , 3.73-3.78 (2H, m) , 7.44 
(1H, d, J-7. 6 Hz), 7.88-7.91 (1H, m) , 8.12 (1H P d, J-8.4 Hz), 
8.30 (lH r s) . 
Reference Example 303 

15 To a mixture of 2-benzyloxy-3-methylbenzaldehyde (37.00 

g) r methyl (methyl thio) methyl sulfoxide (40.60 g) and 
tetrahydrofuran (400 ml) was added a 40% solution (8.00 ml) of 
benzyltrimethylarnmonium hydroxide in methanol at room 
temperature and the mixture was stirred at 65°C for 2 hours. 

20 The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and 2-[2- 
(benzyloxy) -3-methylphenyl] -1- (methylthio) vinyl methyl 
sulfoxide (47.00 g, yield 86%) was obtained as a yellow oily 
substance from a fraction eluted with ethyl acetate-hexane 

25 (l:l f volume ratio). 

1 H-NMR {CDCI3) 5: 2.28 <3H, s) , 2.32 (3H, s) , 2.72 (3H, s) , 
4.81 (2H f s) , 7.11 (1H, t, J-7. 6 Hz), 7.23-7.26 (1H, m) , 7.33- 
7.42 (3H, m) , 7.48-7.51 (2H, m) , 7.93-7.96 (1H, m) , 8.02 <1H. 
s) . 

30 Reference Example 304 

To a mixture of 2-benzyloxy-3-methoxybenzaldehyde {55.00 
g) , methyl (methylthio) methyl sulfoxide (57,10 g) and 
tetrahydrofuran (400 ml) was added a 40% solution (10.00 ml) 
of benzyltrimethylarnmonium hydroxide in methanol at room 
35 temperature and the mixture was stirred at 65°C for 2 hours. 
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The reaction solution was concentrated* The residue was 
subjected to silica gel column chromatography , and 2-[2- 
(benzyloxy) ~3™raethoxyphenyl] -1~ (methylthio) vinyl methyl 
sulfoxide {72.80 g, yield 91%) .was obtained as a yellow oily 
5 substance from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). 

a H-NMR (CDC1 3 ) 8: 2.17 (3H, s) , 2.68 (3H, s) r .3.91 (3H, s) f 
5.03-5.04 (2H, m) , 6.97 (1H, dd r J-8.0, 1.6 Hz), 7.10 (1H, t, 
J-8.0 Hz), 7.29-7.36 (3H, m) , 7.44-7.46 <2H r m) , 7.68(1H, dd, 
10 J*8.0, 1.2 Hz), 7.92{1H. s) . 
Reference Example 305 

To a mixture of methyl 3~ (3-tert-~butyl-lH-pyrazol-4- 
yl) propanoate (0.75 g) , 3-chloro-6~ (trif luorornethyl) pyridazine 
(0.98 g) and N,H-dimethylf ormamide (10 ml) was added 60% 
15 sodium hydride (0.17 g) , and the mixture was stirred at room 
temperature for i hour. The reaction mixture was poured into 
dilute hydrochloric acid, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated brine, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
20 gel column chromatography, and methyl 3- {3-tert-butyl-l- [6- 
( trif luorornethyl) pyridazin-3-yl] -lH-pyrazol-4-yl } propanoate 
{1.08 g, yield 85%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:10, volume 
ratio) . 

25 1 h-NMR (CDCI3) §: 1.41 (9H, s) , 2.72 (2H, t, J=7 . 5 Hz), 3.01 
(2H, t, J-7.5 Hz), 3.73 (3H, s) , 7.83 (1H, d, J-9 . 6 Hz), 8.28 
(1H, d, J-9. 6 Hz) , 8.50 (1H, s) . 
Reference Example 306 

To a solution of methyl 3- {3-tert-butyl-l- [6- 
30 (trif luorornethyl) pyrida%in~~3~yl] -lH-pyrazol~4-yl }propanoate 
(1.08 g) in tetrahydrofuran (50 ml) was dropwise added a 0.93 
M solution (8,1 ml) of diisobutylaluminum hydride in hexane at 
0°C and the mixture was stirred at room temperature for 1 hour. 
The reaction mixture was poured into dilute hydrochloric acid, 
35 and extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The residue was subjected to silica gel column chromatography, 
and 3-{3-tert-butyl-l- [6™ (trif luoromethyl) pyridazin-3-yl] -1H- 
pyrazoi~4~yl}~l~propanol (0.66 g, yield 66%) was obtained as a 
5 colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio). 

X H-NMR {CDCI3) 5: 1.41 {9H, s) , 1.92-2.06 <2H, m) , 2.77 (2H, t, 
J-7.8 Hz) , 3.80 (2H, t, J«6 . 0 Hz), 7.83 (lH r d, J-9.3 Hz), 
8.29 <1H, d, J-9.3 Hz) r 8.52 (1H, s) ♦ 
10 Reference Example 307 

To a solution of methyl 3- (3-tert~butyl-lH-pyrazol-4- 
yDpropanoate {580 mg) in N ,N-dimethyl£ ormamide (15 ml) was 
added 60% sodium hydride (132 mg) r and the mixture was stirred 
at room temperature for 30 minutes. 2 , 5-Dibromopyridine (784 
15 mg) was added to the reaction mixture and the mixture was 

stirred at 100°C for 1 hour. ■ The reaction mixture was poured 
into water, neutralized with 2ISf hydrochloric acid and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
20 Bthanol (10 ml) and cone, sulfuric acid (0.05 ml) were added 
to the residue and the mixture was stirred at 70°C for 2 hours. 
The reaction mixture was poured into an aqueous sodium 
hydrogen carbonate solution, and extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated brine , dried 
25 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and crystals were obtained from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
The crystals were recrystallized from hexane to give ethyl 3~ 
[1- (5-bromo-2-pyridinyl) -3-tert~butyl~lH-pyrazol~4~- 
30 yl]propanoate (560 mg, yield 55%) . melting point: 94~-95°C. 
Reference Example 308 

To a solution of ethyl 3- [1- (5-bromo-2~pyridinyl) -3-tert- 
butyl-lH-pyrazol-4-yl]propanoate {550 mg) in tetrahydrofuran 
(20 ml) was dropwise added a 1.0 M solution (5 ml) of 
35 diisobutylaluminum hydride in hexane at 0°C and the mixture was 
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stirred at room temperature for 40 minutes. The reaction 
mixture was poured into dilute hydrochloric acid f and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
5 The residue was subjected to silica gel column chromatography, 
and 3- [1- {5-brorno-2-pyridinyl) -3-tert»-butyl~lH-pyra2ol-4-yl ] - 
1-propanol (455 mg, yield 90%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane {2:3, volume 
ratio) . 

10 X H~NMR (CDC1 3 ) §: 1.32 (1H, t, J-5.2 Hz), 1.40 (9H, s) , 1.9- 

2.05 (2H, m) , 2.65-2.8 (2H, m) , 3.7-3.85 (2H,,m), 7.83 <1H, br 
s), 7,84 (lH r s) , 8.2-8.22 (1H, m) , 8.35-8.4 (lH f m) , 
Reference Example 309 

To a solution of methyl 3- (3-tert-butyl-lH-pyra2:ol~~4- 
15 yDpropanoate (0.75 g) in N , W-dimethylf ormamide {10 ml) was 
added 60% sodium hydride (0.17 g) and the mixture was stirred 
at room temperature for 30 minutes. 2 r 5-Dichloropyridine {0.80 
g) was added to the reaction mixture and the mixture was 
stirred at 90°C for 4 hours. 0 . IN Hydrochloric acid was poured 
20 into the reaction mixture, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and methyl 
3- t3-tert-butyl-l- (5-chloropyridin~2-yl) -lH~pyrazol-4- 
25 yl]propanoate (0.95 g, yield 81%) was obtained as a colorless 
oil from a fraction eluted with ethyl acetate-hexane (5:95, 
volume ratio) . 

X H-NMR (CDCI3) 8: 1-40 (9H, s) , 2,64-2,73 (2H, m) , 2.94 <2H, 
m) , 3.71 (3H, s) , 7.69 (1H, dd f 2.6 Ez) , 7,88 (1H, d, 

30 J-8.8 Hz), 8.20 (1H, s) , 8.28 (1H, d, J-2 . 6 Hz). 
Reference Example 310 

To a solution of methyl 3- [3-tert-butyl~l~ {5- 
chloropyridin-2-yl) -lH~pyrazol~4-yl]propanoate (0.95 g) in 
tetrahydrofuran (50 ml) was dropwise added a 0.93 M solution 
(8,0 ml) of diisobutyl aluminum hydride in hexane at 0°C and the 
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mixture was stirred at 0°C for 1 hour. IN Hydrochloric acid 
was poured into the reaction mixture and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
5 The residue was subjected to silica gel column chromatography , 
and 3- [3-tert-butyl-l- (5~chloropyridin--2-yl) -lH-pyrazol-4-yl] - 
1-propanol (0.48 g r yield 55%) was obtained as a colorless oil 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . 

10 'H-NMR (CDC1 3 ) 5: 1.34 (1H, t, Hz), 1.40 (9H, s) , 1.87- 

2.02 (2H r m) , 2.68-2.76 (2H, m) , 3.72-3.82 (2H r m) , 7.69 <1H, 
dd, J-8.8, 2.5 Hz), 7.89 (1H, d, J=8 . 8 Hz) , 8.21 (1H, s) , 8.28 
(1H, d, J-2. 5 Hz) . 
Reference Example 311 

15 A mixture of sodium ethoxide (391 g) and diisopropyl 

ether (2 L) was added a mixture of diethyl succinate (500 g) 
and ethyl trif luoroacetate (836 g) at 60°C over 3 hours. The 
reaction mixture was stirred overnight at 60°C. The reaction 
mixture was poured into ice water (2 L) and cone, hydrochloric 

20 acid was added to adjust to pH 2 , The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated to give an oily 
substance (796.2 g) . A mixture of the obtained oily substance 
(796.2 g) and 40% aqueous sulfuric acid solution (3.3 L) was 

25 refluxed overnight. The reaction mixture was added to ice (2 
kg) , and extracted with ethyl acetate. The ethyl acetate layer 
was washed with saturated brine, dried (MgS0 4 ) and concentrated 
to give an oily substance (401.6 g) . To a mixture of the 
obtained oily substance (401.6 g) and ethanol (1.5 L) was 

30 added hydrazine monohydrate (200 ml) at 0°C and the mixture was 
refluxed overnight. The reaction mixture was concentrated and 
water was added to the residue. The mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated. The residue 

35 was subjected to silica gel column chromatography, and 4,5- 
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dihydro-6~ (trif luoromethyl) ~3-pyridazinone (209 . 57 g, yield 
44%) was obtained as yellow crystals from a fraction eluted 
with ethyl acetate-hexane (2:3 , volume ratio)* melting point: 
94~-95°C. 

5 a H-NMR (CDC1 3 ) 5: 2.57-2.85 (4H r m) , 9.15 (1H, brs) . 
Reference Example 312 

A mixture of 4 , 5~dihydro-6- (trif luoromethyl) -~3~ 
pyridazinone (90.0 g) , bromine (30,5 ml) and acetic acid (270 
ml) was stirred at 80°C for 1 hour. Ice water (500 mi) was 

10 added to the reaction mixture. The precipitated crystals were 
collected by filtration , washed with aqueous sodium hydrogen 
carbonate and water and dried to give 6- {trif luoromethyl) -3- 
pyridazinone (58.74 g, yield 66%) as white crystals, melting 
point: 129-130°C. 

15 1 H—NMR (CDCI3) 5: 7.14 (1H, dd, J-9.9, 0.5 Hz), 7.54 (1H, d, 
J^IO.O Hz), 12.64 (1H, brs). 
Reference Example 313 

A mixture of 6- (trif luoromethyl) -3~~pyrida£inone (1.41 g) , 
thionyl chloride (1.5 ml) and N f N~dimethylf ormamide (0.3 ml) 

20 was refluxed for 2 hours. Excess thionyl chloride was 

evaporated under reduced pressure and aqueous sodium hydrogen 
carbonate was added. The mixture was extracted with diethyl 
ether. The diethyl ether layer was washed with saturated 
brine, dried (MgS0 4 ) and concentrated. The residue was 

25 subjected to silica gel column chromatography, and 3-chloro-6- 
(trif luoromethyl) pyrida^ine (1.45 g, yield 92%) was obtained 
as white crystals from a fraction eluted with ethyl acetate- 
hexane {1:3, volume ratio), melting point: 51-52*C. 
X H-NMR (CDCI3) 5: 7.75 (1H, dd r J=8.7, 0.6 Hz) f 7.82 (1H, d, 

30 j^g m 0 Hz) . 

Reference Example 314 

A mixture of 3-methyl-2-butanone (10.7 ml) and 
bis ( dime thy lamino) me thoxyme thane (6.61 g) was heated under 
reflux for 8 hours . The reaction mixture was concentrated 

35 under reduced pressure. Hydrazine monohydrate (5.80 g) and n™ 

272 



WO 03/099793 



PCT/JF03/06389 



butyl alcohol (29 ml) were added -to the residue and the 
mixture was heated under reflux for 6 hours . The reaction 
mixture was concentrated under reduced pressure. The residue 
was subjected to silica gel column chromatography and eluted 
5 with hexane-ethyl acetate (1:1, volume ratio) to give 3- 

isopropyl-lH-pyrazole (4.26 g, yield 59%) as a colorless oil. 
1 H-iSIMR (CDC1 3 ) 5: 1.30 (6H r d, J-6.9 Hz) , 2.84-3.24 (1H, m) , 
6.10 (1H, d, J=2,0 Hz) , 7,49 (1H, d, J-1,9 Hz) r 10.3 (lH r br 
s) ♦ 

10 Reference Exaxnple 315 

In the same manner as in Reference Example 314 , 3- (1- 
ethylpropyl) pyrazole (yield 91%) was obtained as a colorless 
oil . 

NMR (CDCI3) 5: 0.84 (6H, t, J=7 , 4 Hz) , 1.5-1.8 (4H, m) , 2.5- 
15 2.S (1H, m) , 6.06 (lH r d r J-1.9 Hz), 7.52 (1H, d, J-l . 9 Hz). 
Reference Example 316 

To a mixture of 3-isopropyl-lH~pyrazole {3.74 g) , 2- 
chloro—5-trif luoromethylpyridine (6.17 g) and EH 
methylpyrrolidone (18,7 ml) was added NaOH (trademark: Tosoh 
20 pearl, 2.03 g) while stirring the mixture at room temperature. 
After reaction as it was for 9 hours , water (38 ml) and 6N 
hydrochloric acid (85 ml) were added , and the mixture was 
extracted with ethyl acetate. The extract was washed with 
water and concentrated under reduced pressure. The residue was 
25 subjected to silica gel column chromatography and eluted with 
hexane and then with toluene to give 2- (3-isopropyl-lH- 
pyrassol-l-yl) -5- (trif luoromethyl) pyridine (6.94 g, yield 80%) 
as a colorless oil. 

1 H-NMR {CDCI3) 5: 1-33 (6B, d, «T**7 . 0 Hz), 3.0-3.2 (lH r m) , 6.34 
30 (1H, d, J-2.5 Hz), 7.97 (1H, dd, J=8 . 7 , 2.1 Hz), 8,05 (lH r d, 

J«8.7 Hz), 8.47 (lH r d, J-2.5 Hz), 8.6-8.7 (1H, m) . 

Reference Example 317 

In the same manner as in Reference Example 316, 2-[3-(l- 

ethylpropyl) -iH-pyrazol-l-yl] -5- (trif luoromethyl) pyridine 
35 (yield 61%) was obtained as a colorless oil. 
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1 H— NOMR (CDC1 3 ) S: 0,87 (6H r t, J-7 . 4 Hz) , 1.5-1.8 (4H, m) , 2.6- 

2.7 (lH r m) , 6.28 (1H, d f J-2 . 7 Hz) f 7.97 (1H, old, J=8.7, 2.2 
Hz) , 8.07 (1H, d, J-8.7 Hz) , 8.49 (1H, d, J-2.7 Hz) , 8.6-8.7 
(lH f m) . 

5 Reference Example 318 

A solution of 2- (3~isopropyl-lH-pyrazol*-l-yl) -5- 
( trif luoromethyl) pyridine (1.55 g) in acetonitrile (31 ml) was 
added iodine (924 mg) , then diammonium cerium (IV) nitrate 
(2.00 g) while stirring the mixture at room temperature, and 
10 the mixture was reacted as it was for 5 hours. After the 
completion of the reaction, the reaction mixture was 
concentrated under reduced pressure. Water was added to the 
residue and the mixture was extracted with ethyl acetate. The 
organic layers were combined , washed with saturated aqueous 
15 sodium thiosulfate solution, dried (magnesium sulfate) and 
concentrated under reduced pressure to give 2- (4-iodo— 3- 
isopropyl-lH-pyrazol-l-yl) -5™ (trif luoromethyl) pyridine (2 . 19 
g, yield 95%) as crystals. 

X HHNMR (CDCI3) 5: 1*38 (6H, d, J=6 . 9 Hz), 3.0-3.2 (1H, m) , 7.99 
(1H, dd, J-8.7, 2.0 Hz), 8.05 (IE, d, J=8 . 7 Hz), 8.57 (1H, s) , 
8.6-8.7 (1H, m) . 
Reference Example 319 

In the same manner as in Reference Example 318, 2-[3~(l~ 
ethyipropyl) -4-iodo-lH-pyrazol~~l-yl] -5- 
25 (trif luoromethyl) pyridine (yield 95%) was obtained as a 
colorless oil. 

^H-ttMRfCDCls) 5: 0,87 (6H, t, J«7 . 4 Hz) r i . 6-1 . 9 {4H, m) , 2.7- 

2.8 (1H, m) , 7.99 (1H, dd, J=8 . 7 , 2.1 Hz), 8.06 (1H, d, J-8.7 
Hz), 8.59 (lH r s) , 8.63 (1H, d, J-2.1 Hz). 

30 Reference Example 320 

A mixture of 2- (4-iodo-3-isopropyl-lH-pyra%ol-l-yl) -5~ 
(trif luoromethyl) pyridine (841 mg) , palladium acetate (49.6 
mg) , triphenylphosphine (116 mg) , potassium acetate (434 mg) , 
benzyl triethylammonium chloride (504 mg) , methyl acrylate 

35 (0.793 ml) and N-methylpyrrolidone (8.41 ml) was stirred at 
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room temperature under a nitrogen stream for 1 hour. The 
mixture was heated to outer temperature of 90°C for 20 minutes 
and an insoluble material was filtered off and washed with 
ethyl acetate. Water was added to the filtrate r and the 
5 mixture was extracted with ethyl acetate. The organic layers 
were combined, washed with water and dried (magnesium 
sulfate) . The mixture was concentrated under reduced pressure* 
The residue was subjected to silica gel column chromatography 
and eluted with hexane-ethyl acetate {95: 5 , volume ratio) to 
10 give methyl 3-{3-isopropyi-l-[5- (trif luoromethyi) pyridin~~2~ 
yl] -IH—pyrazol-^-yl } ~2~~propenoate (653 mg, yield 87%) as 
crystals . 

X H-NMR (CDC1 3 ) 8: 1.37 (6H f d, J==6 . 9 Hz) , 3.1-3.3 (1H, m) r 3.81 

(3H, s) , 6.29 (lH r d, J=16.0 Hz), 7.64 (1H, d r J-16.0 Hz) , 
15 8.00 (1H, dd r J=8.7, 2.1 Hz), 8.10 (1H, d r J-=8 . 7 Hz) r 8.6-8.7 

(1H, m) , 8.75 (1H, s) . 

Reference Example 321 

In the same manner as in Reference Example 320 except 

that ethyl acrylate was used instead of methyl acrylate, ethyl 
20 3™ {3™ (2-ethylpropyl) ~1- [5- ( trif luoromethyl) pyridin-2-yl] -1H- 

pyrazol-4~yl}~2-propenoate (yield 70%) was obtained as a 

colorless oil . 

X H-1SIMR {CDCI3) 8: 0.87 (6H, t, J=7.4 Hz) r 1.34 (3H r t r J-7 . 1 
Hz), 1.6-1.9 (4H, m) r 2.7-2.8 (1H, m) , 4.26 (2H f q, J-7 . 1 Hz), 

25 6.31 (1H, d, J-16.0 Hz), 7.61 (1H, d, J=16.0 Hz) f 8.01 (1H, 
dd, J-8.7, 2.2 Hz), 8.10 (1H, d, J=8 . 7 Hz), 8.6-8.7 (1H, m) , 
8.77 (lH f s) . 
Reference Example 322 

To a mixture of 3-isopropyl~lH-pyrazole (167 g) , 

30 diammonium cerium (IV) nitrate (497 g) and acetonitrile (1200 
ml) was added iodine (230 g) at 0°C and the mixture was stirred 
overnight at room temperature. Water was added to the reaction 
mixture , and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 

35 thiosulfate solution and saturated brine, dried (MgS0 4 ) and 
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concentrated to give 4-iodo-3-isopropyl-lH~pyrazole {254 g, 
yield 71%) as a dark brown oily substance. 

'H-NMR (CDC1 3 ) 5: 1-31 (6H, d, J-6 • 9 Hz) , 3.00-3.17 (1H, m) , 
7.52 (lH r s) . 
5 Reference Example 323 

To a mixture of 4-iodo-3-isopropyl-lH-pyrazole (254 g) , 
potassium tert-butoxide {156 g) and tetrahydrofuran (1000 ml) 
was added benzyl bromide (134 ml) and the mixture was stirred 
at 0°C and at room temperature overnight, Water was added to 

10 the reaction mixture and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
brine, dried (MgSO*) and concentrated. The residue was 
subjected to silica gel column chromatography, and l-benzyl-4- 
iodo-3-isopropyl-lH~pyrazole {320 g, yield 92%) was obtained 

15 as a brown oily substance from a fraction eluted with ethyl 
acetate-hexane (1:9,, volume ratio), 

1 H— NMR (CDCI3) g: 1.30 (6H, d, J=6 . 9 Hz), 2.94-3.04 (1H, m) , 
5.24 (2H, s) , 7.01-7,07 {1H, m) , 7.16-7.36 <5H, m) . 
Reference Exaiapie 324 

20 to a mixture of 3-isopropyl~lH-pyrazole (92.5 g) , 

potassium tert-butoxide (123' g) and tetrahydrofuran (840 ml) 
was added benzyl bromide (125 ml) at 0°C and the mixture was 
stirred at room temperature for 5 hours. Water was added to 
the reaction mixture and the mixture was extracted with ethyl 

25 acetate. The ethyl acetate layer was washed with saturated 
brine, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and l-benzyl-3- 
isopropyl-lH-pyrazole {114 g, yield 68%) was obtained as a 
brown oily substance from a fraction eluted with ethyl 

30 acetate-hexane (1:9, volume ratio), 

a H~NMR (CDCI3) 8: 1*27 (6H, d, J=7 . 2 Hz), 2,96-3.07 {iH, m) , 
5.26 (2H, s) , 6.06-6.09 (IH, m) , 7.02-7.07 (IH, m) , 7.14-7.36 
(5H r m) . 

Reference Exan$>le 325 

35 To a m ixture of l-benzyl~4-iodo-3-isopropyl-lH-pyrazole 
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(110 g) , palladium (II) acetate (7.56 g) , triphenylphosphine 
(17.7 g) , benzyl triethylammonium chloride (76,8 g) , methyl 
acrylate (121 ml) and l-methyl-2~~pyrrolidone (1000 ml) was 
added sodium acetate (55.3 g) at room temperature and the 

5 mixture was stirred overnight at 80°C under an argon 
atmosphere. The reaction mixture was cooled to room 
temperature and concentrated under reduced pressure. Ethyl 
acetate was added to the residue, and an insoluble material 
was removed by filtration. Water was added to the filtrate and 

10 the mixture was extracted with ethyl acetate. The extract was 
washed with dilute hydrochloric acid , saturated aqueous sodium 
thiosulfate solution and water, dried (MgS0 4 ) .and concentrated. 
The residue was subjected to silica gel column chromatography, 
and methyl (E) -3- {I^behzyl-3-isopropyl-lH-pyrazol-4»yl) -2- 

15 propenoate (81.1 g, yield 81%) was obtained as a brown oily 
substance from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). 

l H-NMR (CDCI3) 8: 1-32 (6H, d, J=6 . 9 Hz) , 3.08-3.21 (1H, m) , 
3.75 (3H r s), 5.25 (2H, s) , 6.02 (1H, d, J-16.2 Hz), 7.04-7.09 
2® (1H, m) , 7.20-7.38 <4H, m) , 7.46 (1H, s) , 7.59 (1H, d, J-16.2 
Hz) . 

Reference Example 326 

To a mixture of methyl (E) -3- (l~benzyl-3-isopropyl-lH~ 
pyrazol~4-yl)-2~propenoate (52.5 g) , 5% palladium- carbon (100 

25 g) and ethanol (500 ml) was added formic acid (250 ml) , and 

the mixture was heated under reflux for 3 hours. The reaction 
mixture was cooled to room temperature and palladium-carbon 
was removed by filtration. The filtrate was concentrated and 
the residue was diluted with ethyl acetate. The obtained ethyl 

30 acetate solution was washed with saturated aqueous sodium 
hydrogen carbonate and saturated brine, dried (MgSO*) and 
concentrated to give methyl 3- (3~isopropyl-lH-pyrazol-4- 
yDpropanoate (31.5 g, yield 87%) as a pale-yellow oily 
substance. 

35 * H -NMR (CDCi 3 ) 5: 1-29 (6H, d, J-7.2 Hz), 2.54-2.61 (2H, m) , 
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2,74-2.82 (2H, m) , 2.98-3.13 (1H, m) , 3.68 (3H, s) , 7.33 (1H, 
s) . 

Reference Example 327 

To a mixture of methyl 3- (3-isopropyl-lH~~pyrazol--4- 
5 yl)propanoate (70.0 g) , 3-chloro-6- (trif luoromethyl) pyridazine 
(71.6 g) and N ,N-dimethylf ormamide (700 ml) was added sodium 
hydride (60% in oil, 16.4 g) at 0°C, and the mixture was 
stirred at said temperature for 2 hours. The reaction solution 
was poured into dilute hydrochloric acid and the organic layer 
w was extracted with ethyl acetate. The extract was washed with 
dilute hydrochloric acid and saturated brine,. dried (MgS0 4 ) and 
concentrated.. The residue was subjected to silica gel column 
chromatography, and methyl 3-~{3-isopropyl~-l- [6- 
(trifiuoromethyi)pyridazin-3-yl]-lH-pyrazol-4-yl}propanoate 

15 (92.6 g, yield 76%) was obtained as a pale-yellow solid from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
l H-NMR (CDC1 3 ) 8: i-33 (6H, d, J=7 . 2 Hz), 2.64-2.71 <2H, m) , 
2.82-2.89 (2H, m) , 3.00-3.10 (IB, m) , 3.71 (3H, s) , 7.84 (1H, 
d, J-9.0 Hz), 8.29 (1H, d, J-9 • 0 Hz), 8.49 (1H, a). 
20 Reference Example 328 

To a solution of methyl 3- {3-isopropyl-l- [6- 
(trifluoromethyl)pyridazin-3-yl]-lH-pyrasol-4-yl}propanoate 
(92.6 g) in tetrahydrofuran (400 ml) was dropwise added a 1.5 
M solution (396 ml) of diisobutylaluminum hydride in toluene 
25 at 00C and the mixture was stirred at said temperature for 30 
minutes. Sodium sulfate 10 hydrate (87.0 g) was added to the 
reaction mixture at 0 a C and the mixture was stirred overnight 
at room temperature. Dilute hydrochloric acid was added to the 
mixture and the mixture was extracted with ethyl acetate. The 
30 extract was washed with dilute hydrochloric acid and saturated 
brine , dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and a pale- 
yellow solid was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). The obtained solid was 
35 washed with hexane to give 3-{3-isopropyl-i- [6- 
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(trifluoromethyl) pyridazin--3--yl] -lH-pyrazol-4-yl }-l-propanol 
(57.8 g, yield 68%) as a white solid. 

L H-NNR(CDC1 3 ) 8: 1-33 (6H r d, J-6.6 Hz) , 1.42 (lH r t, J-5.1 

Hz) , 1.84-2.01 (2H, m) , 2.63 (2H, t f J=7 . 9 Hz), 3.05 (1H, 
5 septet, tf-6.8 Hz), 3.77 (2H f q, J=5.7 Hz) , 7.83 (lH r d, J=9 . 0 

Hz), 8.29 {lH r d, J-9.0 Hz) , 8.50 <1H, a) . 

Reference Example 329 

To a solution of 4- (benzyloxy) -2-hydroxybenzaldehyde 

(16.5 g) in ethylene glycol (90 ml) were added potassium 
10 hydroxide (12,2 g) and hydrazine rnonohydrate (10.6 ml) at room 

temperature and the mixture was stirred at 120°C for 3 hoars 

and at 199°C overnight. The reaction solution was cooled to 

room temperature and 2N hydrochloric acid (110 ml) was added. 

The mixture was extracted with ethyl acetate. The extract was 
X5 washed with water and saturated brine, and dried (Mg30 4 ) and 

concentrated to give 5- (benzyloxy) -2-methylphenol (14.8 g, 

yield 95%) as a brown oily substance. 

^-NMR (CDC1 3 ) 8: 2.17 (3H, s) , 5.01 (2H, s) , 6.43-6.51 (2H, 
m) , 6.99 (1H, d r J-8.4 Hz) r 7.27-7.43 (5H, m) . 

20 Reference Example 330 

To a mixture of 5- (benzyloxy) -2-methylphenol (14.8 g) , 
methyl chloromethyl ether (7.82 ml) and tetrahydrofuran (250 
ml) was added sodium hydride (60% in oil, 4.12 g) at 0°C and 
the mixture was stirred at room temperature for 5 hours. Water 

25 was added to the reaction mixture and the mixture was 

extracted with ethyl acetate. The extract was washed with 
saturated brine, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 4- 
(benzyloxy) -2- (methoxymethoxy) -1-methylbenzene (12.8 g, yield 

30 72%) was obtained as a colorless oil from a fraction eiuted 
with ethyl acetate-hexane (1:19, volume ratio). 
X H-NMR (CDCI3) 8: 2.17 <3H, s) , 3.47 (3H, s) , 5.02 (2H, s) r 
5.16 (2H, s) , 6.53 (1H, dd, J-2 . 4 , 8.4 Hz), 6.75 (1H, d, J«2 . 4 
Hz), 7.02 (1H, d, J-8.4 Hz), 7.28-7.45 (5H, m) . 

35 Reference Example 331 
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A mixture of 4~ (bensyloxy) -2- (methoxymethoxy) ~1- 
methylbensene {12.8 g) r 5% palladium-carbon {2,56 g) and 
ethanol (200 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 
5 filtration and the filtrate was concentrated to give 3- 
(methoxymethoxy) -4-methylphenol {7.98 g, yield 96%) as a 
colorless oil* 

X H""NMR (CDC1 3 > 8: 2.15 (3H, s) , 3.48 (3H, s) , 5.16 (2H, s) , 
6.39 (1H, dd, J-2.4, 8.1Hz), 6.60 (IE, d, J-2.4 Hz) , 6.96 
1° (1H, d, J**8.1 Hz) . 

Reference Example 332 

A mixture of 3- (methoxymethoxy) -4~me thy Iphenol (7. 98 g) , 
ethyl 2-bromoisobutyrate (50 ml), potassium carbonate (48. 7 g) 
and N,I>I-dimethylformamide (200 ml) was stirred at 80°G for 2 

15 hours. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate. The extract was washed with saturated aqueous 
ammonium chloride solution and saturated brine, dried (MgSQ 4 ) 
and concentrated. The residue was subjected to silica gel 

20 column chromatography, and ethyl 2- [3- (methoxymethoxy) -4- 
methylphenoxy]~2~methyipropanoate (10.6 g, yield 79%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:19, volume ratio). 

X H»NMR (CDC1 3 ) 8: 1*27 <3H, t r J-6 . 9 Hz) , 1.57 f6H, s) r 2.16 
25 (3H, s) , 3.46 (3H, s) , 4,23 (2H, q f Hz), 5.13 (2H r s) , 

6.36 (1H, dd, J-2.4, 8.1 Hz), 6.65 (1H, d r J-2 . 4 Hz), 6.95 

(1H, d r J-8.1 Hz) . 

Reference Example 333 

To a solution of ethyl 2- [3- (methoxymethoxy) -4- 
30 methylphenoxy3-2-methylpropanoate (10.6 g) in ethanol (150 ml) 

was added several drops of cone, hydrochloric acid, and the 

mixture was stirred while heating under reflux for 4 hours. 

The reaction solution was cooled to room temperature, and 

concentrated. The residue was subjected to silica gel column 
35 chromatography, and ethyl 2- <3-hydroxy-4-methylphenoxy) -2- 
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methylpropanoate (7.56 g, yield 85%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetateHhexane 
(3:17, volume ratio), 

'H-NMR (CDCls) 8: 1-26 (3H, t, J=7 . 2 Hz) , 1.57 (6H, s) , 2,16 
5 (3R r s) , 4.23 (2H, q, J-7 . 2 Hz), 4.77 (1H, s) , 6.30-6.37 (2H, 
m) , 6.93 (1H, d, J-7. 8 Hz) . 
Reference Exainple 334 

To a mixture of 2 ' , 4 '-dihydroxyacetophenone (25.0 g) , 
potassium carbonate (24.9 g) and acetone (500 ml) was dropwise 

10 added benzyl bromide (21.4 ml) at 0°C and the mixture was 

stirred overnight at room temperature. The insoluble material 
was removed by filtration and the filtrate, was concentrated to 
give a pale-yellow solid. The obtained solid was 
recrystallized from ethanol to give 1- [4- (benzyloxy) -2- 

15 hydroxyphenyl]ethanone (33.8 g, yield 85%) as colorless 
crystals, melting point: 107-108°C. 
Reference Exantple 335 

To a solution of 1- [4- (benzyloxy) -2- 
hydroxyphenyl]ethanone (32.8 g) in tetrahydrofuran (400 ml) 

20 were added methyl chloromethyl ether (24.8 ml) and potassium 
tert-butoxide (36.6 g) at 0°C and the mixture was stirred 
overnight at room temperature. Water was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
extract was washed with saturated brine, dried (Mg30 4 ) and 

35 concentrated. The residue was subjected to silica gel column 
chromatography, and 1- [4- (benzyloxy) -2- 

(methoxymethoxy) phenyl ] ethanone {18.6 g, yield 48%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). 

30 'H-NMR (CDC1 3 ) 8: 2.61 <3H, s) , 3.51 <3H, s) , 5.10 (2H, s) , 

5.26 (2H, s) , 6.65 <1H, dd, J-2.2, 8.8 Hz), 6.79 (1H, d, J=2.2 
Hz), 7.32-7.48 (5H, m) , 7.81 (1H, d, J=8 . 8 Hz). 
Reference Exaxnple 336 

To a solution of 1- [4- (benzyloxy) -2- 

35 (me thoxymethoxy) phenyl] ethanone (10.0 g) in ethylene glycol 
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(50 ml) were added potassium hydroxide {5.88 g) and hydrazine 
monohydrate (5,11 ml) at room temperature and the mixture was 
stirred at 120°C for 2 hours and at 19 9 overnight. The 
reaction solution was cooled to room temperature, neutralised 
5 with 2N hydrochloric acid r and extracted with ethyl acetate. 
The extract was washed with saturated brine, dried (MgSO^) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and 5™ (bensyloxy) -2-ethylphenol (4.43 g, yield 
56%) was obtained as a yellow oily substance from a fraction 

10 eluted with ethyl acetate-hexane (1:9/ volume ratio). 

X H-NMR (CDC1 3 ) 8: 1.21 (3H, t r Hz), 2.56 (2H, q, J-7.5 

Hz), 4.68 (1H, s) , 5.01 (2H, s) , 6.44 (1H, d, J«2.4 Hz), 6.51 
(1H, dd, J-2.4, 8.4 Hz), 7.01 (IE, d, J-8 . 4 Hz), 7.27-7.44 
(5H, m) . 

15 Reference Example 337 

To a solution of 3™ (benzyloxy ) -4 -me thoxybenz aldehyde 
(10.0 g) in methylene chloride (200 ml) was added m™ 
chloroperbenzoic acid (24.4 g) at 0°C and the mixture was 
stirred at said temperature for 2 hours. To a reaction 

20 solution was added a saturated aqueous sodium thiosulfate 
solution, and the mixture was extracted with ethyl acetate. 
The extract was washed with saturated aqueous sodium hydrogen 
carbonate and saturated brine, dried (MgS0 4 ) and concentrated. 
A mixture of the residue, a 2N ammonia-methanol solution (100 

25 ml) and methanol (100 ml) was stirred overnight at room 
temperature. The reaction mixture was concentrated. The 
residue was subjected to silica gel column chromatography and 
3-(benzyloxy) -4-methoxyphenol (8.78 g, yield 92%) was obtained 
as a pale-yellow oily substance from a fraction eluted with 

30 ethyl acetate-hexane (1:4, volume ratio). 

1 H-NMR (CDCI3) 8: 3.84 (3H, s) , 4.51 (IB, s) , 5.12 (2H, s) , 
6.35 (1H, dd, J-3.0, 8.8 Hz), 6.47 (1H, d, J-3 . 0 Hz), 6.76 
(1H, d, J=8.8 Hz), 7.28-7.50 (5H r m) . 
Reference Example 338 

35 ¥0 a solution of 5- (benzyloxy) -2-ethylphenol (4.43 g) in 
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tetrahydrofuran (90 ml} was added sodium hydride (60% in oil, 
1.16 g) at room temperature and the mixture was stirred for 30 
minutes. Methyl chloromethyl ether (2.21 ml) was added at room 
temperature, and the mixture was stirred overnight. Water was 

5 added to the reaction mixture and the mixture was extracted 
with ethyl acetate. The extract was washed with saturated 
brine, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and 4- 
(bensyloxy) ~-l-ethyl~2~ (me thoxymethoxy) benzene (4,57 g, yield 

0 86%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:19, volume ratio). 
X H~NMR (CDC1 3 ) 8: 1.17 (3H, t, J=7 . 4 Hz), 2.59 (2H, q, J=7 . 4 
Hz), 3.48 {3H, s), 5.02 (2H, s) , 5.17 (2H, s) , 6.56 <1H, dd, 
J-2.6, 8.4 Hz), 6.77 (1H, d, J-2.6 Hz), 7.05 (1H, d, J-8.4 

5 Hz) , 7.30-7.48 (5H, m) . 
Reference Exaaiple 339 

A mixture of 3- (benzyloxy) -4-methoxyphenol (8,78 g) r 
ethyl 2-bromoisobutyrate {28.0 ml), potassium carbonate (26,3 
g) and N,N~dimethylf ormamide (190 ml) was stirred at 80°C for 5 

0 hours. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate. The extract was washed with saturated brine, 
dried (MgS0 4 ) and concentrated. The residue was subjected to 
silica gel column chromatography, and ethyl 2- [3- (benzyloxy) - 

5 4~methoxyphenoxy]-2-methylpropanoate {11.0 g, yield 83%) was 
obtained as a pale-yellow oily substance from a fraction 
eluted with ethyl acetate-hexane (1:9, volume ratio) . 
1 H~~NMR (CDCI3) 8: 1.25 (3H, t, J-7 . 0 Hz), 1.47 (6H, s) , 3.84 
(3H, s), 4.18 (2H, q, J-7 . 0 Hz), 5.10 (2H, s) , 6.41 (!H, dd, 

3 J-2.6, 8.8 Hz), 6.54 (1H, d, J-2.6 Hz) , 6.74 (1H, d r J-8 . 8 
Hz) , 7.24-7.46 (5H, m) . 
Reference Example 340 

A mixture of 4- (benzyioxy) -l~ethyl-2- 
(methoxymethoxy) benzene (4.57 g) , 5% palladium-carbon (1.00 g) 

> and ethanol {9 0 ml) was stirred overnight at room temperature 
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under a hydrogen atmosphere. Palladium- carbon was removed by 
filtration and the filtrate was concentrated to give 4-ethyl- 
3~ (methoxymethoxy) phenol (3.06 g, quantitative) as a pale- 
yellow oily substance. 
5 ^HNMR (CDC1 3 ) 8: 1.16 (3H, t r J-7 . 4 Hz), 2.58 <2H, q r J^7 . 4 
Hz), 3.48 (3H, s) , 4.69 (1H, s) , 5.17 (2H, s) , 6.42 {lH r dd, 
J-2.6, 8.0 Hz), 6.62 (1H, d r J=2 . 6 Hz) , 7. 00 (lH r d, J-8 . 0 
Hz) . 

Reference Example 341 

10 A mixture of ethyl 2— [3— (benzyloxy ) —4— methoxyphenoxy] — 2— 

methylpropanoate (11.0 g) f 5% palladium-carbon (2.19 g) and 
ethanol (160 ml) was stirred overnight at: room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 
filtration and the filtrate was concentrated. The residue was 

15 subj ected to s 1 Jl ca gel column chromatography, and ethyl 2- (3- 
hydroxy-4~~methoxyphenoxy) -2-methylpropanoate (8.00 g , yield 
99%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate. 

1 H-NMR (CDCI3) 5: 1.29 (3H r t, tf=7 . 2 Hz), 1,54 (6H, s) , 3.84 
20 (3H, &) , 4.24 (2H, q, J=7 . 2 Hz), 5,57 (1H, s) , 6.37 (1H, dd, 
J-3.0, 8,7 Hz), 6.54 (lH r d, J=3.0 Hz), 6-69 (1H, d, J-8.7 
Hz) , 

Reference Example 342 

A mixture of 4-ethyl~3~ (methoxymethoxy) phenol (3.06 g) , 
25 ethyl 2-bromoisobutyrate (9.86 ml), potassium carbonate (9.28 
g) and N,N~~dimethyl£ ormamide (85 ml) was stirred overnight at 
80°C. Saturated aqueous ammonium chloride solution was added 
to the reaction mixture, and the mixture was extracted with 
ethyl acetate* The extract was washed with saturated brine, 
30 dried (MgSO^) and concentrated. The residue was subjected to 
silica gel column chromatography, and ethyl 2~ [4 -ethyl- 3 - 
(methoxymethoxy) phenoxy] -2 -methylpropanoate £4.93 g, yield 
99%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane (1:19, volume ratio). 
35 X H~NMR (CDCI3) 8: 1.16 (3H r t, J=7.4 Hz), 1.27 (3H, t, J=7 . 4 
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Hz) , 1.58 <6H, s) , 2.57 (2H, q, J=7.4 Hz), 3.46 (3H r s) , 4.24 
(2H, q, J-7.4 Hz), 5.14 {2H, s) , 6.39 (1H, dd r J-2 . 6 , 8.0 Hz), 
6.66 (1H, d, J-2.6 Hz), 6.97 (1H, d, . 0 Hz). 

Reference Example 343 
5 To a solution of ethyl 2- [4-ethyl-3- 

(methoxymethoxy ) phenoxy] -2-methylpropanoate (4 . 93 g) in 
ethanol (85 ml) was added several drops of cone, hydrochloric 
acid and the mixture was stirred overnight while heating under 
reflux. The reaction solution was cooled to room temperature 

10 and concentrated. The residue was subjected to silica gel 

column chromatography, and ethyl 2- (4-ethyl-3-hydroxyphenoxy) - 
2-methylpropanoate (3.72 g, yield 89%) was obtained as a pale- 
yellow oily substance from a fraction eluted with ethyl 
acetate-hexane (3:37, volume ratio) . 

15 1 H— 3S1MR (CDC1 3 ) 8: 1.20 (3H, t, J-7.5 Hz), 1.26 (3H r t, J=7 . 2 
Hz) r 1.57 (6H, s), 2.55 (2H, q, J»7 . 5 Hz) , 4.24 (2H, q, J-7 • 2 
Hz) , 4.75 (1H, s), 6,33-6.39 <2H, m) , 6.96 (1H, d r J-8.1 Hz). 
Reference Example 344 

To a mixture of l-benzyl-3-isopropyl-lH-pyrazole (224 g) , 

20 diammonium cerium (IV) nitrate (368 g) and acetonitrile (1000 

ml) was added iodine (171 g) at 0°C and the mixture was stirred 
overnight at room temperature. Water was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 

25 thiosulfate solution and saturated brine, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography , and l-benzyl-4~iodo-3-dsopropyl-lH~pyrazoie 
(340 g, yield 93%) was obtained as a brown oily substance from 
a fraction eluted with ethyl acetate-hexane (1:9, volume 

30 ratio) . 

*H-NMR (CDCI3) 8: 1-30 (6H, d, J-6*9 Hz), 2.94-3.04 (1H, m) , 
5.24 (2H, s) , 7.01-7.07 (1H, m) , 7.16-7.36 (5H, m) . 
Reference Exantple 345 

A mixture of 2-{3- (1-ethylpropyl) -4-iodo-lH-pyrazol-l- 
35 yl} -5- (trif luoromethyl) pyridine (4.09 g) , palladium acetate 
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(112 mg) , triphenylphosphine (262 mg) , sodium carbonate (2.12 
g) , benzyltriethylammonium chloride (2.28 g) , allyl alcohol 

(1.02 ml), water (4,09 ml) and N, M-dimethylf ormamide (40.9 ml) 
was stirred at room temperature for 1 hour under a nitrogen 
5 stream. The mixture was heated at an outer temperature of 60°C 
for 8 hours. The insoluble material was filtered off and 
washed with ethyl acetate. Water was added to the filtrate and 
the mixture was extracted with ethyl acetate, The organic 
layers were combined, washed with saturated aqueous sodium 
10 thiosulfate solution, dried (Na 2 S0 4 ) and concentrated under 
reduced pressure. The residue was subjected to silica gel 
column chromatography and eluted with hexane-ethyl acetate 

(9:1, volume ratio) to give 3~{ 3- (1-ethylpropyl) -1- [5- 

(trifluoromethyl) pyridin-2-yl] -lH-pyrazol-4~yl }propanal (1. 17 
15 <3r yield 35%) as a colorless oil. 

a H-NMR (CDClsJ 5: 0.7-0.9 (6H r m) , 1.6-1.9 (4H, m) , 2.5-2.6 

(1H, m) , 2.7-2.8 (4H, m) , 7.9-8.1 <2H, m) , 8.27 (1H, s) , 8.5- 
8.6 (1H, m) , 9.86 <1H, s) . 
Reference Example 346 
20 To a solution of 3- {3- (1-ethylpropyl) -1- [5- 

(trif luoromethyl) pyridin-2-yl] -lH-pyrazol-4-yl Jpropanal (1.15 
g) in methanol (25.2 ml) was added sodium borohydride (492 mg) 
with stirring under ice-cooling under a nitrogen stream. After 
stirring at said temperature for 0.5 hour, water (50 ml) and 
25 6N hydrochloric acid (13 mmol) were added, and the mixture was 
stirred for 1 hour. The mixture was neutralized with 2N 
aqueous sodium hydroxide solution and extracted with ethyl 
acetate. The organic layers were combined, washed with water, 
dried (Na 2 S0 5 ) and concentrated under reduced pressure. The 
30 residue was subjected to silica gel column chromatography and 
eluted with hexane-ethyl acetate (4:1, volume ratio) to give 
3- {3- (1-ethylpropyl) -1- [5- (trif luoromethyl) pyridin-2~yl] -1R- 
pyrazol-4~yl}propan-l~ol (669 mg, yield 58%) as a colorless 
oil. 

35 X H-NMR (CDC1 3 ) 8: 0.87 (6H, t, J-7 . 4 Hz), 1.6-1-9 <6H, m) , 2.5- 
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2,7 (3H, m) r 3.6-3.8 (2H, m) , 7.94 (1H, dd r J-8.7, 2.2 Hz) , 
8.03 (1H, d, J=8.7 Hz), 8,28 (1H, s) , 8.5-8.6 (1H, m) . 
Reference Example 347 

A mixture of 2~ {4-~iodo--3-isopropyl-iH-pyrazoi--l-yl) ~5- 

5 (trifluoromethyl) pyridine (7,62 g) , palladium acetate {225 
mg) r triphenylphosphine (525 mg) , sodium hydrogen carbonate 
(3,28 g) , benzyltriethylammonium chloride (4.56 g) , allyl 
alcohol (2,05 ml), water (7.62 ml) and N-methylpyrrolidone 
(76,2 ml) was stirred at room temperature for 1 hour under a 

10 nitrogen stream. The mixture was heated at an outer 

temperature of 60°C for 6 hours. The insoluble material was. 
filtered off and washed with ethyl acetate. Water was added to 
the filtrate and the mixture was extracted with ethyl acetate. 
The organic layers were combined, washed with saturated 

15 aqueous sodium thiosulfate solution r dried (Na 2 SC>4) and 

concentrated under reduced pressure. The residue was subjected 
to silica gel column chromatography and eluted with hexane- 
ethyl acetate (9:1, volume ratio) to give 3- { 3-isopropyl-l- [5- 
(trif luoromethyl)pyridin-2-yl] -lH-pyrazol-4-yl Jpropanal (3 . 93 

20 <3r Y ie ^d 63%) as a colorless oil. 

X H-NMR (CDC1 3 ) 8: 1-34 (6H, d r J-6.9 Hz), 2.7-3.1 (5H, m) , 7.95 
(1H, dd, J=8.7, 2.2 Hz) , 8.03 (IE, d, J-8 . 7 He) , 8.26 (1H, s) , 
8.60 (1H, d, J=2.0 Hz), 9.86 (lH r s) . 
Reference Example 348 

25 yo a solution of 3-{3-'isopropyl~l~ [5- 

( tr if luoromethy 1 ) pyridin-2-y 1 ] -lH-pyr azol-4-y 1 } propanal (3.89 
g) in methanol {77.8 ml) was added sodium borohydride (1.66 g) 
with stirring under ice-cooling under a nitrogen stream. After 
stirring at said temperature for 1 hour, water (50 ml) and 6H 

30 hydrochloric acid (44 mmol) were added, and the mixture was 
stirred for 1 hour. The precipitated crystals were collected 
by filtration to give 3- {3-isopropyl-l~ [5- 

(trif luoromethyl)pyridin-2-yl]-lH-pyrazol-4-yl}propan-l-ol 
(3.73 g r yield 95%) . 
3 5 1 H— NMR (CDC1 3 ) 8: 1*33 (6H, d, J-6 . 9 Hz), 1.8-2.0 (2H, m) , 2.60 
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(2H, t, Hz), 3.0-3.1 {1H, m) , 3.75 (2H, t, J=6.3 Hz) , 

7.94 (1H, dd, J-8.7, 2,2 Hz), 8.03 (1H, d, J=8.7 Hz), 8.28 

(1H, s) , 8.6-8.7 (lH r ra) . 
Reference Example 349 

5 To a mixture of 3-{ 3~~isopropyi-l~ [5- 

(trif luoromethyl)pYridin-2-yl]-lH-pyrasol-4-yl}propan-l-ol 
(470 mg) and toluene (9.4 ml) were added triethylarnine (258 
mg) and then methane su If onyl chloride (258 mg) with stirring 
-under ice-cooling. After stirring at room temperature for 30 

10 minutes r water (10 ml) was added f and the mixture was 

extracted with toluene. The organic layer was washed with 
saturated brine and the mixture was concentrated under reduced 
pressure. o-Vanillin (342 mg) , potassium carbonate (353 mg) r 
ethanol (4.7 ml) and toluene (4.7 ml) were added to the 

15 residue and the mixture was reacted under reflux for 5.5 
hours. After completion of the reaction, water (10 ml) was 
added to the reaction mixture and the mixture was extracted 
with ethyl acetate. The organic layer was washed with 3H 
aqueous sodium hydroxide solution and saturated aqueous sodium 

20 hydrogen carbonate in this order, dried over anhydrous sodium 
sulfate and concentrated under reduced pressure. The residue 
was subjected to silica gel column chromatography and eluted 
with hexane-ethyl acetate (9:1, volume ratio) to give 2-(3-{3- 
isopropyl-1- [5- (trif luoromethyl) pyridin-2-yl] -lH-pyrazol-4- 

25 yl}propoxy) - 3 -methoxybenz aldehyde (450 mg, yield 67%) as 
colorless crystals . 

X H-NMR (CDC1 3 ) 8: 1>34 <6H, d, J-6.9 Hz), 2.1-2.2 (2H, m) , 2.73 
(2H, t, J-7.7 Hz), 3.0-3.1 (1H, m) , 3.90 (3H, s) , 4.22 (2H, t, 
J-6.3 Hz), 7.1-7.2 (2H, m) , 7.4-7.5 (1H, m) , 7.95 (lH r dd, 
30 J=8.7, 2.2 Hz), 8.04 <1H, d, J-8 . 7 Hz), 8.33 (1H, s) , 8.6-8.7 
(1H, m) , 10.5 {1H, s) . 
Reference Exanple 350 

To a mixture of 3-{3-isopropyl-l- [5- 
(tr if luoromethyl) pyridin-2-yl] -lH-pyrazol-4-yl}propan-l-ol 
35 {470 mg) and tetrahydrofuran (13.8 ml) were added 
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triethylamine (0.927 nil) and then methane sulfonyi chloride 
(0.511 ml) with stirring under ice-cooling. After stirring 
under ice— cooling for 1.5 hours, water was added,, and the 
mixture was extracted with ethyl acetate. The organic layer 
5 was washed with saturated brine and concentrated under reduced 
pressure. o-Vanillin {1.21 g) , potassium carbonate (1.09 g) , 
acetonitrile (27.6 ml) were added to the residue and the 
mixture was reacted under reflux for 2 . 5 hours . After 
completion of the reaction, water was added to the reaction 

10 mixture and the mixture was extracted with ethyl acetate. The 
organic layer was washed with 3N aqueous sodium hydroxide 
solution and water in this order, dried over anhydrous sodium 
sulfate and concentrated under reduced pressure. Hexane was 
added to the residue to give 2- (3-{3-isopropyl-l-{5- 

15 (trif luoromethyl) pyridin-2-yl] -lH-pyrazol-4-yl}propoxy) -3- 
methoxybenz aldehyde (1.21 g) as crystals. The mother liquor 
was concentrated, subjected to silica gel column 
chromatography and eluted with hexane-ethyl acetate (9:1, 
volume ratio) to give 2- {3-{ 3-isopropyl-l- [5— 

20 (trif luoromethyl) pyridin-2-yl J -lH-pyrazol~4-yl}propoxy) -3- 
methoxybenz aldehyde (401 mg, total yield 77%) as colorless 
crystals * 

1 H~NMR (CDCI3) 8: 1.34 (6H, d, J=6 . 9 Hz), 2.1-2.2 (2H, rn) , 2.73 
(2H, t, J-7.7 Hz), 3.0-3.1 (IB, m) , 3,90 (3H, s) , 4.22 (2H, t, 
25 J-6.3 Hz), 7.1-7.2 (2H, m) , 7.4-7,5 (1H, m) , 7.95 (1H, dd r 

J-8.7, 2.2 Hz), 8.04 (1H, d, J-8.7 Hz), 8.33 (1H, s) , 8.6-8.7 
(1H, ra) r 10.5 (1H, s) . 
Reference Example 351 

In the same manner as in Reference Example 350, 2~{3-{3- 
30 (1-ethylpropyi) -1- [5- (trif luoromethyl )pyridin-2-yl] -1H- 

pyrazol™4-yl}propoxy) -3-methoxybenzaldehyde (yield 67%) was 
obtained. 

1 H-NMR (CDCI3) 6: 1-34 <6H, t, J=7 . 4 Hz), 1.5-1,8 (4H, m) , 2.0- 
2.2 (2H, m) , 2.3-2.8 (3H P m) , 3.90 (3H, s) , 4.1-4.3 (2H, s) , 
35 7.1-7.2 (2H, m) , 7.4-7.5 (1H, m) , 7.90-8.00 <2H, m) r 8.33 (1H, 
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s) , 8.6-8.7 (IE, m) , 10,5 (1H, s) . 
Example 1 

A mixture of 3- {3- [4- (trifluoromethyl) phenyl] ™5- 
isoxasolyi}-l-propyl methane sulfonate {1.04 g) , sodium iodide 
5 (450 mg) , methyl 4-hydroxyphenylacetate (500 mg) , potassium 
carbonate (440 mg) and U, N-dimethylf ormamide (10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 

io aqueous sodium chloride solution, dried (MgSCU) and 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a- 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 

15 hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4— {3™ {3™ [4™ 
(trif luoromethyi) phenyl j -5~-is oxazolyl } propoxy ) phenyl J acetic 
acid (300 mg, yield 25%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point; 127-128°C, 

25 *h-NMR (CDCl 3 )5:2.18-2.32 (2H, m) , 2.98-3.10 (2H, m) , 3.60 (2H, 
s) , 3.98-4.08 (2H, m) , 6.37 (1H, s) , 6.82-6.90 (2H, m) , 7.15- 
7.24 (2H, m) , 7.66-7.75 (2H, m) , 7.86-7.94 (2H, m) . 
Example 2 

A mixture of 3- {3- 14- (trif luoromethyi) phenyl] -5- 
30 isoxazolyl}-l-propyl methanesulfonate (1.04 g) , sodium iodide 
(450 mg) , methyl 4-hydroxybenzoate (460 mg) , potassium 
carbonate (450 mg) and N,N-dimethylformamide {10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
35 acetate. The ethyl acetate layer was washed with saturated 
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aqueous sodium chloride solution, dried (MgSO^) and 
concentrated, The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 4-{3-{3-[4- 

{trif luoromethyl) phenyl] -5-isoxazolyl }propoxy) benzoic acid 
{840 mg, yield 72%) , The crystals were recrystallized from 
acetone-hexane . melting point: 221-222°C. 

l HHNMR (CDC1 3 )8: 2.20-2.38 (2H, m) , 3.00-3.14 {2H, m) , 4.05- 
4.18 <2H, m) , 6.39 <1H, s) , 6.86-6.96 {2H, m) , 7.64-7.74 {2H, 
m) , 7.86-8.08 (4H, m) . 
Example 3 

A mixture of 3-{3- [4- {trif luoromethyl) phenyl] -5— 
isoxazolyl}-l-propyl methanesulf onate (1.04 g) , sodium iodide 
(450 mg) , methyl 3-hydroxyphenylacetate (500 mg) , potassium 
carbonate (450 mg) and N, N-dimethylf ormamide (10 ml) was 
stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate . The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated, The obtained colorless crystals were 
collected by filtration to give [3- (3-{3- [4- 
{ trif luoromethyl ) phenyl ] -5-isoxazolyl }propoxy ) phenyl ] acetic 
5 acid (630 mg, yield 52%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 126-127°C. 
1 H-1QMR (CDC1 3 )8: 2,16-2.34 {2H, m) , 2.98-3.12 {2H, m) , 3.63 
(2H, s) , 4.00-4.10 (2H, m) , 6.38 (1H, s) , 6.76-6.94 (3H, m) , 
7.18-7.32 {1H, m) , 7.66-7.75 {2H r m) , 7.86-7.96 (2H, m) . 

10 Example 4 

A mixture of 3- { 3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-propyl methanesulf onate {1.04 g) , sodium iodide 
{520 mg) , methyl 3-hydroxybenzoate (460 mg) r potassium 
carbonate (450 mg) and ISI , N— dimethylf ormamide {10 ml) was 

15 stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 

20 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane {1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

25 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3-(3-{3-[4~- 

50 (trif luoromethyl) phenyl] -5-isoxazolyl}propoxy) benzoic acid 
(860 mg, yield 74%) . The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 133-134°C. 
1 H-HMR (CDC1 3 )8: 2.20-2.37 (2H, m) , 3.02-3.14 <2H, m) , 4.06- 
4.17 (2H, m > , 6.39 (1H, s) r 7.10-7,20 (!H, m) , 7.34-7.44 (1H, 

35 m) , 7.58-7.76 (4H, m) , 7. 86-7.96 (2H, m) . 
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Example 5 

A mixture of 3- { 3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-propyl methanesulf onate (1.04 g) r sodium iodide 
(520 rag), ethyl 3- (4-hydroxyphenyl) propionate (600 mg) , 

5 potassium carbonate (450 mg) and M,N-dimethylf ormamide {10 ml) 
was stirred at 90°C for 5 hours. The reaction mixture was 
poured into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (Mg30 4 ) and 

10 concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrof uran (5 ml) and ethanol 

15 (5 ml) was stirred at room temperature for 5 hours. 1*3 

Hydrochloric acid (5 ml) was added and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSOs) and 
concentrated. The obtained colorless crystals were collected 

£0 by filtration to give 3- [4- (3- {3- [4- (trif luoromethyl) phenyl] - 
5»isoxazolyl}propoxy) phenyl] propionic acid (520 mg, yield 
42%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 174-175°C. 

1 H— NMR (CDC1 3 )5: 2.16-2.34 <2H, m) , 2.59-2.72 (2H, m) , 2.84- 
25 3.12 (4H, m) , 3.98-4.08 (2H, m) , 6.37 (1H, s) , 6.78-6.88 (2H, 
m) , 7.07-7.18 (2H, m) , 7.66-7.76 (2H, m) , 7,86-7.96 (2H, m) . 
Example 6 

A mixture of 3- { 3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl:.}-! -propyl methanesulf onate (1.04 g) , sodium iodide 

30 (500 mg) , methyl salicylate (460 mg) , potassium carbonate (500 
mg) and N,N-dime thy If ormamide (10 ml) was stirred at 90°C for 5 
hours. The reaction mixture was poured into dilute 
hydrochloric acid, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 

35 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
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was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4 , volume ratio). A mixture of the obtained 
oily substance, in aqueous sodium hydroxide solution (5 ml) , 
5 tetrahydrofuran {5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours* IN Hydrochloric acid (5 ml) was 
added, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained, 

10 colorless crystals were collected by filtration to give 2- (3- 
{ 3 - [ 4- { tr if luoromethyl ) phenyl ] -5-i soxaz olyl ) propoxy ) benzoic 
acid (710 mg, yield 61%) * The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 132~133°C. 
*H-NMR (CDC1 3 )S: 2.34-2.52 <2H, m) , 3.03-3.16 (2H, m) , 4.18- 

15 4.42 (2H, m) , 6.43 (1H, s) , 7.00-7,24 <2H, m) , 7.50-7.64 (1H F 
m) , 7.65-7.76 {2H, m) , 7.85-7.96 {2H, m) , 8.16-8.24 (1H, m) . 
Example 7 

A mixture of 3- { 3- [4- (tr if luoromethyl) phenyl] -5- 
isoxazolyl }-l-propyl methanesulf onate (1.04 g) , sodium iodide 
20 (500 mg) , methyl 3-hydroxy~l-methyl~~lH-pyrazole-5~carboxylate 
(470 mg) , potassium carbonate (500 mg) and N,N- 

dimethylf ormamide {10 ml) was stirred at 90°C for 5 hours. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 

25 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane {1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 

30 sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (5 ml) was added, and extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 

35 concentrated. The obtained colorless crystals were collected 
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by filtration to give l-methyl-3- (3- {3- [4- 

(trif luoromethyl) phenyl] -5-isoxazolyl Jpropoxy) -lH-pyra£ole-5- 
carboxylic acid (870 mg, yield 74%) . The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 162- 
5 163°C. 

J H-NMR (CDC1 3 )S: 2.16-2.34 (2H, m) , 2,96-3.10 (2H, m) , 4.04 
(3H, s) , 4.17-4.28 (2H, m) r 6.30 (1H, s) , 6.39 (lH f s) r 7.67- 
7.77 (2H, m) , 7.87-7.97 (2H, m) . 
Example 8 

10 A mixture of 3- { 3- [4- (trif luoromethyl) phenyl] ~-5- 

isoxa£olyl}~l-~propyl methanesulf onate (1.04 g) , sodium iodide 
(500 mg) , methyl 3-hydroxy-~l-phenyl-lH-p'yra2:ole-5-carboxyla*te 
(650 mg) , potassium carbonate (500 mg) and N,N- 

dimethylf ormamide (10 ml) was stirred at 90°C for 5 hours. The 
15 reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution r dried 
(MgSO^) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
20 from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution <5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (5 ml) was added r and extracted with 
25 ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgSO*) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give l-phenyl~3- (3- {3- [4- 

{trif iuoromethyl) phenyl] -5-isoxazolyl }propoxy) -lH-pyrazole-5- 
30 carboxylic acid (1.16 g, yield 85%). The crystals were 

recrystallized from ethyl acetate-hexane. melting point; 145- 
146°C. 

1 H-NMR (CDC1 3 )S: 2.16-2.36 (2H, m) , 2.96-3.10 (2H, m) , 4.24- 
4.36 (2H r m) , 6,40 (1H, s) , 6.50 (1H, s) , 7.36-7.47 (5H, m) , 
35 7.65-7.75 (2H, m) , 7.84-7.94 (2H, m) . 
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Example 9 

To a mixture of {3-methyl~l- [5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-4-yl}methanol (500 rag) , methyl 3-(4- 
hydroxyphenyi) propionate (370 mg) , triphenylphosphine (530 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
of diethyl azodicarboxylate in toluene (900 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (3 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (3 ml) was added and extracted 
with ethyl acetate. The ethyl acetate layer was' washed with 
saturated aqueous sodium chloride solution, dried (HgSO-g) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- {4-{3-methyl-l- [5- {trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-ylmethoxy} phenyl) propionic acid (620 mg, 
yield 79%) . The crystals were recrystallized from ethyl 
acetate-hexane* melting point: 19 5-196°C. 

1 H-MMR (CDC1 3 )5: 2.39 {3H, s) , 4.64 (2H, s) , 4.94 (2H, s) , 
6.87-6.97 (4H, m) , 7.96-8.06 (2H, m) , 8.55 (1H, s) , 8.61-8.66 
(1H, m) . 
Exangple 10 

To a mixture of { 3-methy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazoi-4-yl}methanol (900 mg) , methyl (A- 
hydroxyphenoxy) acetate (650 mg) , triphenylphosphine {930 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
{1.59 g) of diethyl azodicarboxylate in toluene at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
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IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IE Hydrochloric acid (5 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
5 layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were collected by filtration to give {4-{3~ 
methyl-1- [5- (trif luoromethyl) -2~pyridyl] ~lH-pyrazol-4- 
ylmethoxy}phenoxy) acetic acid {610 mg r yield 43%). The 
10 crystals were recrystalli zed from ethyl acetate-hexane . 
melting point: 138-139°C. 

a H-NMH (CDC1 3 )8: 2.39 (3H r s) , 4 + 64 (2H, s) , 4.94 (2H, s) , 
6.87-6.97 (4H, m) , 7.96-8.06 (2H, m) , 8.55 (IE, s) , 8.61-8.66 
(1H, m) . 

i5 Example 11 

To a mixture of 4-{3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-butanol (740 mg) r ethyl 3- £ 3 -hydroxy ~~l~phenyi- 
lH-pyrazol-5-yl) propionate (670 mg) , triphenylphosphine (700 
mg) and tetrahydrofuran {10 ml) was dropwise added a 40% 

20 solution (1.20 g) of diethyl azodicarboxylate in toluene at 
room temperature and the mixture was stirred overnight* The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography f and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

25 (l:4 f volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) f tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

30 washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [i-phenyl-3- (4-{3- [4- 
(trif luoromethyl) phenyl] -5-isoxazolyl }butoxy) -lH-pyrazol-5- 
yl]propionic acid (930 mg, yield 72%) . The crystals -were 

35 recrystallised from ethyl acetate-hexane . melting point; 139- 
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140°C. 

a H~NMR {CDC1 3 )5: 1.76-2.06 (4H, m) , 2.56-2.70 (2H, m) , 2.84- 
3.02 <4H, m) f 4.18-4.32 (2H, m) , 5.68 (1H, s) , 6.36 (1H, s) , 
7.28-7.48 (5H r m) , 7.66-7.75 (2H, m) , 7.85-7.94 (2H, m) . 
5 Rscaiaple 12 

A mixture of 4- {3- t4-(trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-butyl methanesulf onate (700 mg) , sodium iodide 
(300 mg) , methyl 4-hydroxybenzoate (290 mg) r potassium 
carbonate (460 mg) and N, H-dimethylf ormamide (10 ml) was 

10 stirred at 90°C for 5 hours. The reaction mixture was poured 
into dilute hydrochloric acid, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSCu) and 
concentrated. The residue was subjected to silica gel column 

15 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (3 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

20 Hydrochloric acid (3 ml) was added, and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS04> and concentrated. The obtained colorless crystals were 
collected by filtration to give 4-{4-{3-[4- 

25 (trif luoromethyl) phenyl] -5-isoxazolyl Jbutoxy) benzoic acid (630 
mg, yield 81%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point; 170-171°C. 

a H-NMR (CDC1 3 )S: 1.82-2.12 (4H, m) , 2.86-2.98 (2H, m) , 4.02- 
4.14 <2H, m) r 6.36 (1H, s) , 6.88-6.98 (2H, m) , 7.66-7.76 (2H, 
30 m) , 7.85-7.95 (2H, m) , 8.00-8.10 (2H, m) . 
Exaanple 13 

To a mixture of 4- {3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}~l-butanol (700 mg) , methyl 4-hydroxyphenylacetate 
(400 mg) r triphenyiphosphine (660 mg) and tetrahydrofuran (10 
35 ml) was dropwise added a 40% solution (1.10 g) of diethyl 
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azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography r and a colorless oil was obtained from a 
5 fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance r IN aqueous sodium 
hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 

10 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution , dried 
{HqSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4*- (4-{3— [4- 
( trif luoromethy 1 ) phenyl ] -5-isoxazolyl } butoxy ) phenyl ] acetic 

15 acid (810 mg, yield 80%) . The crystals were r eery stall! zed 
from ethyl acetate-hexane. melting point: 125-126°C. 
2 H-NMR (CDC1 3 )5: 1*78-2.07 (4H, m) , 2.83-2.95 (2H, ra) , 3.59 
(2H, s) , 3.94-4.06 {2H, m) , 6.36 (1H, s) , 6.79-6.91 (2H, m) , 
7.14-7.26 (2H, m) , 7.64-7.76 (2H, m) r 7.84-7.96 (2H, m) . 

20 Example 14 

To a mixture of 4-{3- [4Htrif luoromethylJphenyll-S- 
isoxazolyD-l-butanol (700 mg) r methyl 3- (4- 

hydroxyphenyl) propionate (440 mg) , triphenylphosphine (650 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 

25 {1.25 g) of diethyl azodicarboxylate in toluene at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

30 (1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

35 washed with saturated aqueous sodium chloride solution, dried 
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(MgSO^) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (4-{3-[4- 
( trif luoromethyl) phenyl] ~5-isoxazolyl }butoxy ) phenyl] propionic 
acid (760 nig, yield 72%) . The crystals were recrystailized 
5 from ethyl acetate-hexane . melting point: 130-131°C. 

1 H— HMR (CDC1 3 )8: 1.80-2,04 (4R r m) , 2.56-2,70 (2H r m) , 2.82- 
2.98 (4H f m) , 3.94-4.06 (2H, m) , 6.36 (lH r s) , 6.77-6.88 {2H, 
m) , 7.07-7.17 (2H, m) , 7.64-7.76 {2H f m> , 7.85-7.96 (2H, m) . 
Example 15 

10 To a mixture of 4-{ 3- [4- (trif luoromethyl) phenyl] -5- 

isoxazolyl}~l-butanol (700 mg) , methyl 2- (4-hydroxyphenoxy) -2— 
methylpropionate (500 mg) , triphenylphosphine {650 mg) and 
tetrahydrofuran (10 ml) was dropwise added a 40% solution 
(1.10 g) of diethyl azodicarboxylate in toluene at room 

15 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 

20 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

25 (MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2-methyl-2- [4- (4-{3~ [4- 
(trif luoromethyl) phenyl] -5-isoxazolyl}butoxy) phenoxy] propionic 
acid (860 mg r yield 78%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 103-104°C. 

30 X H-NMR (CDC1 3 )5: 1-53 {6H, s) , 1.80-2.06 (4H r m) , 2.86-2.98 
(2H, m) , 3.94-4.04 {2H, m) , 6.36 (1H, s) , 6.72-6.95 (4R, m) , 
7.66-7,75 (2H r m) r 7.85-7.94 (2H, m) . 
Example 16 

To a mixture of 4- {3- [4- (trif luoromethyl) phenyl] -5- 
35 isoxazolyl}-l-butanol (700 mg) , methyl 3 -hydroxy phenyl acetate 
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(420 mg) , triphenylphosphine (650 rag) and tetrahydrofuran (10 
ml) was dropwise added a 40% solution (1.13 g) of diethyl 
aszodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight* The reaction solution was 
5 concentrated* The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (l:4 f volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

10 (5 ml) was stirred at room temperature for 5 hours* IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated* The obtained colorless crystals were 

15 collected by filtration to give [3- {4-{ 3- [4- 

{ trifluorome thy 1) phenyl] -S-isoxazolylJbutoxy) phenyl] acetic 
acid (800 mg, yield 78%) * The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 134-135°C, 
l H-HMR (CDC1 3 )5: 1-80-2.08 <4H, m) , 2*84-2.96 {2H f m) r 3*62 

20 (2H, s) , 3.96-4*06 (2H, m) , 6*36 (1H, s) , 6.76-6.91 <3H, m) , 
7.18-7.30 (1H, m) , 7.64-7.76 <2H, m) , 7.85-7.96 (2H, m) * 
Example 17 

To a mixture of 4~ {3- [4- (trif luoromethyl) phenyl] -5~- 
isoxazolyl}-l-~butanol (700 mg) . methyl 2-hydroxyphenylacetate 

25 (420 mg) , triphenylphosphine (650 mg) and tetrahydrofuran (10 
ml) was dropwise added a 40% solution (1.10 g) of diethyl 
a zodi carboxylase in toluene at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 

30 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4. volume ratio)* 
A mixture of the obtained oily substance* IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

35 Hydrochloric acid (5 ml) was added and the mixture was 
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extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution r dried 

(MgS0 4 ) and concentrated* The obtained colorless crystals were 
collected by filtration to give [2-(4-{3-[4- 
5 (trif luoromethyl) phenyl] -5-isoxazolyl}butoxy) phenyl] acetic 
acid {800 mg, yield 78%) . The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 122-123°C. 
X H-NMR {CDC1 3 )6: 1.78-2.06 {4H, m) , 2,78-2.92 {2H, m) r 3.65 

(2H, s) , 3.96-4.07 (2H, m) , 6.36 (1H, s) , 6.80-6.96 (2H, m> , 
10 7.14-7.30 (2H r m) r 7.64-7.74 (2H r m) , 7.84-7.94 <2H, m) . 
Example 18 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (330 mg), methyl 2- (4- 
hydroxyphenoxy) -2-methylpropionate (250 mg) , 

25 triphenylphosphine {310 mg) and tetrahydrofuran (7 ml) was 
dropwise added a 40% solution (550 mg) of diethyl 
azodicarfooxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

20 chromatography r and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 

25 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSG4) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2- [4- (3-{3-ethoxy-l- [5- 

30 {trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}propoxy) phenoxy] - 
2-methylpropionic acid (370 mg, yield 71%) . The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 91- 
92°C. 

l H-NMR {CDC1 3 )8: 1*41 (3H, t, J-7 . 0 Hz), 1.54 (6H, s) , 2.00- 
35 2.18 (2H, m), 2.54-2.66 <2H, m) , 3.98 <2H, t, J-6.2 Hz), 4.35 
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(2H, q, J-7.0 Hz) r 6.76-6-96 (4H, m) , 7,81 (1H, d, J-8-8 Hz), 
7.91 (1H, dd, J-2,0, 8,8 Hz) , 8.18 (1H, s) , 8.55 (1H, d, J-2 . 0 
Hz) . 

Example 19 

5 To a mixture of {3-methyl-l- [5- (trif luoromethyl) -2- 

pyridyl] -lH-pyrazol-4-yl}methanol (250 mg) , ethyl 3-(2-ethoxy- 
4-hydroxyphenyl) propionate (250 mg) , triphenylphosphine {280 
mg) and tetrahydrofuran (10 ml) was dropwise added a 40% 
solution (480 rtfg) of diethyl azodicarboxylate in toluene at 

10 room temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio)* A mixture of the obtained oily substance, 

15 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgS04) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- (2-ethoxy-4-{3-methyl-l~ [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yimethoxy} phenyl) propionic acid {310 mg, yield 71%). The 
crystals were recrystallized from ethyl acetate-hexane. 

25 melting point: 151-152*0. 

1 H-NMR (CDC1 3 )5: 1-42 (3H, t, J-7.0 Hz), 2.39 (3H, s) , 2.60- 
2.71 {2H, m) , 2.84^2.95 (2H, m) , 4.01 (2H, q, J-7.0 Hz), 4.94 
(2H, s), 6.45-6.54 (2H r m) , 7.06-7.14 (1H, m) , 7.94-8.08 (2H, 
m) , 8.56 {1H, s) , 8.61-8.68 (1H, m) . 

30 Example 20 

To a mixture of 4- { 3- [4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-butanol (1.10 g) , methyl 3- (3- 

hydroxyphenyl) propionate {780 mg) , triphenylphosphine (1.10 g) 
and tetrahydrofuran (15 ml) was dropwise added a 40% solution 
35 (1.75 g) of diethyl azodicarboxylate in toluene at room 

303 



WO 03/099793 PCT/JP03/06389 

temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
5 {1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (7 ml) , tetrahydrofuran 
(7 ml) and methanol (7 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (7 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated* The obtained 
colorless crystals were collected by filtration to give 3-13- 
( 4- { 3- [ 4- ( tr if luoromethyl) phenyl ]-5- 

isoxazolyljbutoxy) phenyl] propionic acid (1.26 g, yield 75%), 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 131-!32°C. 

a H-NMR (CDC1 3 )8: 1.80-2.08 {4H, m) , 2.60-2.74 (2H, m) , 2.85- 
3.00 (4H, m) , 3.96-4.06 (2H, m) , 6.36 (1H, s) , 6.72-6,84 (3H, 
m), 7.15-7.27 (1H, m) , 7.67-7.76 (2H, m) , 7.86-7.95 <2H, m) . 
Example 21 

To a mixture of 4-{3-[4- (trif luoromethyl) phenyl] -5- 
isoxazolyl}-l-butanol (570 rug) , ethyl 3- {2-~ethoxy-4- 
hydroxyphenyl) propionate (480 mg) , triphenylphosphine (550 mg) 
and tetrahydrofuran (10 ml) was dropwise added a 40% solution 
(950 mg) of diethyl asodicarboxylate in toluene at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
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(MgSO«) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-ethoxy-4- (4-{3- [4- 
(trifluoromethyl) phenyl] -5-isoxazolyl}butoxy) phenyl] propionic 
acid (260 mg, yield 27%) . The crystals were recrystallized 

5 from ethyl acetate-hexane. melting point: 105-106°C. 

X H-NMR (CDC1 3 )8: 1.41 (3H, t, J=7 . 0 Hz), 1.78-2.08 (4H, m) , 
2.54-2.72 (2H, m) , 2.82-2.97 (4H, m) , 3.92-4.08 (4H, m) , 6.32- 
6.44 (3H, m) , 6.98-7.10 (1H, m) , 7.66-7.76 (2H, m) , 7.85-7.95 
(2H, m) . 

10 Example 22 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (410 mg) , methyl 3- 
hydroxyphenylacetate (230 rag) , triphenylphosphine (370 mg) and 
tetrahydrofuran (10 ml) was dropwise added a 40% solution (630 

15 mg) of diethyl azodicarboxylate in toluene at room temperature 
and the mixture was stirred overnight. The reaction solution 
was concentrated. The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

20 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

25 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-isopropyl-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (330 mg, yield 56%). The 

30 crystals were recrystallized from ethyl acetate-hexane. 
melting point: 82-8 3 »C. 

i H -NMR (CDC1 3 )8: 1.47 (6H, d, J=7 . 0 Hz), 2.02-2.21 (2H, m) , 
2.69 <2H, t, J=7.4 Hz), 2.94-3.12 (1H, m) , 3.64 (2H, s) , 4.05 
(2H, t, J-6.0 Hz), 6.80-6.92 (3H, m) , 7.19-7.30 (1H, m) , 7.95 
35 (1H, dd, J=1.8, 8.4 Hz), 8.05 <1H, d, J=8.4 Hz), 8.29 (1H, s) , 
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8.57-8.64 (lH r m) . 
Example 23 

To a mixture of 3-{3~isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-~l-propanol {380 mg) T methyl 3- (3- 
5 hydroxyphenyl) propionate (220 mg) , tributylphosphine {260 mg) 
and tetrahydrofuran {10 ml) was added 1,1'- 

azodicarbonyldipiperidine (350 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

10 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4 , volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

15 Hydrochloric acid {5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- (3-{3-isopropyl-l- [5- 

20 (trifluoromethyl) -2-pyridyl] -lB-pyrazol-4~ 

yllpropoxy) phenyl] propionic acid (380 mg, yield 68%). The 
crystals were recrystallised from ethyl acetate-hexane . 
melting point: 102-103°C . 

"H-NMR (CDC1 3 )S: 1.32 (6H, d, J-7 . 0 Hz), 2.00-2.20 (2H, m) , 
25 2.62-2.76 (4H, m) , 2.87-3.13 (3H, m) , 4.05 {2H, t, J=6.2 Hz), 
6.73-6.86 {3H, m) , 7.15-7,26 (lH r m) , 7.91-8.08 (2H, m) , 8.27 
(1H, s) , 8.57-8.63 (1H, m) . 
Example 24 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
30 pyridyl]-lH-pyrazol-4-yl}-l-propanol (520 mg) , ethyl 3- (3- 
hydroxy-l-phenyl-lH-pyrazol-S-yl) propionate (440 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran (10 ml) was 
added 1 , 1 r -azodicarbonyldipiperidine (650 mg) at room 
temperature and the mixture was stirred overnight. The 
35 reaction solution was concentrated. The residue was subjected 
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•to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance , 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

5 (5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was .extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution,, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

10 collected by filtration to give 3- [3- (3- {3-isopropyl-l~ [5- 
(trif luoromethyl) -2-pyridyl] -lH~pyrazol-4-yl}propoxy) -1- 
phenyl-lK-pyrazol-5-yl] propionic acid (420 mg r yield 48%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 139-140<>C. 

15 1 H-NMR <CDCi 3 )8: 1^32 (6H, d, J^7 . 0 Hz), 2.00-2.20 {2H, m) , 

2.56-2.76 <4B, m) , 2.88-3.12 (3H r m) , 4.27 (2H, t, J=6 . 0 Hz), 
5.72 <1H, s), 7,30-7.50 (5H r m) , 7.95 <1H, dd, J-2 , 6 , 9.0 Hz) , 
8.04 (IE, d, J-9.0 Hz), 8.27 (1H, s) , 8.54-8.61 (1H, m) . 
Example 25 

zo To a mixture of 3- { 3-isopropyl-l- [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4-yl}-l-propanol (550 mg) , ethyl 3- (3~ 
hydroxy-l-methyl-lH-pyrazol-5-yl) propionate (360 mg) , 
tributylphosphine (530 mg) and tetrahydrofuran (10 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (670 mg) at room 

25 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) , A mixture of the obtained oily substance, 

30 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

35 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
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collected by filtration to give 3-[3-(3-{3-isopropyl-l-t5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~yl}propoxy) -1~ 
methyl~lH-pyrazol-~5-yl] propionic acid (630 mg, yield 77%) • The 
crystals were recrystallized from ethyl acetate-hexane . 
^ melting point: 131-132 CJ C. 

a H-NMR (CDC1 3 )5:1*31 (6H r d, J«7 . 0 Hz) r 1.98-2.16 (2H, m) , 
2.58-3.12 (7H, m) , 3.66 <3H, s) , 4.16 (2H, t, J=6,2 Hz) , 5.49 
(IE s) , 7.94 (1H, dd f J-l.B, 8,6 Hz), 8.04 (1H, d, J-8 - 6 Hz) , 
8.26 (1H, s) , 8.56-8.62 (1H, m) • 
10 Example 26 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) »2- 
pyridyl]™lH-pyrazol-4-ylmethoxy}-l-methyl-lH-pyrazole-5- 
carbaldehyde (1.10 g) , ethyl diethylphosphonoacetate (690 mg) 
and N r ^-dimethyl formamide (15 ml) , was added sodium hydride 

15 (60%, in oil, 120 mg) at 0°C, and the mixture was stirred 

overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with dilute hydrochloric acid and 
then with saturated aqueous sodium chloride solution, dried 

20 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl (E) -3- (3-{3-±sopropyl-l- 
[5- (trif luoromethyl) -2-pyridyl] ~lH-pyrazol~4~ylmethoxy 
methyl-lH~pyrazol-5-yl)propenoate (1.03 g, yield 79%) was 
obtained as colorless crystals from a fraction eluted with 

25 ethyl acetate-hexane (l:4 r volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 105- 
106°C. 

X HHNMR (CDC1 3 )8: 1-33 (3H, t, J-7 . 0 Hz), 1.36 (6H, d, J=7 . 0 
Hz), 3.07-3.24 (1H, m) , 3.83 (3H, s) , 4.27 (2H, q, J-7 . 0 Hz), 
M 5.14 (2H, s), 5.95 (IE, s) , 6.28 (IB, d, J-15.6 Hz), 7.48 (1H, 
d, J-15.6 Hz), 7.97 (1H, dd, J-2.2, 8.4 Hz), 8.07 (1H, d, 
J-8.4 Hz), 8.56 (1H, s) , 8.60-8.66 (1H, m) . 
Example 27 

A mixture of ethyl (E) -3- (3-{3~isopropyl-l~ [5- 
^ 5 (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylmethoxy }-l-methyl- 
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lH-pyrazol~5-yl)propenoate (900 mg) , 5% palladium-carbon (260 
mg) and tetrahydrofuran (20 ml) was stirred at room 
temperature for 1 hour under a hydrogen atmosphere. Palladium- 
carbon was removed by filtration and the filtrate was 
5 concentrated. A mixture of the obtained crystal, IN aqueous 
sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol (5 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- (3- {3-isopropyl-l~ [5» 

(trifluoromethyl)-2-pyridyl]-lH-pyrazol-4-ylmethoxy}-l™methyl- 

lH-~pyrazol-5~yl) propionic acid (780 mg, yield 92%), The 
is crystals were recrystallized from ethyl acetate-hexane. 
melting point: 141-142°C. 

a H-NMR (CDC1 3 )6: 1*36 (6H, d, J=7 . 0 Hz), 2-62-2.94 (4H, ra> , 
3.06-3.24 (IE, m) , 3.69 (3H, s) , 5.10 (2H r s) , 5-51 (1H, s) , 
7.98 (1H, dd, J-2.2, 9.2 Hz), 8-07 (1H, d, J«9 . 2 Hz), 8.53 
20 (in, s) , 8.58-8-67 (1H, m) . 
Example 28 

To a mixture of 3~{3-isopropyl-~l- [5- (trif luoromethyl) -2- 
pyridyl]-lB-pyrazol~4-yl}-l-propanol (1.20 g) , methyl 2- <3- 
hydroxyphenoxy)~2~methylpropionate (830 mg) , tributylphosphine 

25 (1-60 g) and tetrahydrofuran (20 ml) was added 1,1'- 

azodicarbonyldipiperidine (2.01 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated- The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

30 f ra ction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours- IN 
Hydrochloric acid (5 ml) was added and the mixture was 

35 extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

collected by filtration to give 2- [3- (3-{3-isopropyl-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~yl}propoxy) phenoxy ] - 
5 2-methylpropionic acid (1.32 g, yield 70%) . The crystals were 

recrystallized from ethyl acetate-hexane . melting point: 101- 

102°C. 

x H-lSfMR (CDC1 3 )5: 1-32 (6H, d, J-7.0 Hz) , 1.63 (6H, s) , 2.00- 
2.18 (2H, m) f 2.69 (2H, t, J=7 . 2 Hz), 2.94-3.12 (1H, m) , 4.00 
10 (2H f t, J-6.2 Rz) r 6.50-6.70 (3H, m) , 7.11-7.24 (1H, m) , 7.96 
(lH r dd, J-2.2, 8.8 Hz), 8.06 (1H, d f J-8 . 8 Hz), 8.26 {1H, s) , 
8. 54-8. 63 (1H„ m) . 
Example 29 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 

15 pyridyl] -lH-pyrazol-4-yl }-l-propanol (550 mg) , methyl 2- (3~ 
hydroxyphenoxy) -2-methylpropionate (380 mg) , tributylphosphine 
{730 mg) and tetrahydrofuran (10 ml) was added 1,1'- 
azodicarbonyldipiperidine (910 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

20 concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
" fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 

25 (5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

30 collected by filtration to give 2- [3- {3-{ 3-ethoxy-l- [5- 

(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~yl }propoxy) phenoxy] - 
2-methylpropionic acid (530 mg, yield 62%) . The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 120- 
121°C. 

35 1 H— NMR (CDC1 3 )8: 1.41 (3H, t, J^7 . 0 Hz), 1.62 (6H, s) , 1.96- 
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2.18 (2H, m) , 2.62 (2H, t f J=7 . 0 Hz) , 3.97 <2H, t, J-6.2 Hz) , 
4.35 {2H r q, J*=7.0 Hz) , 6.48-6.68 (3H, m) , 7.08-7.23 (1H, m) r 
7.84 UH, d, Hz), 7.93 (1H, dd, J-2.6, 8.8 Hz) , 8.16 

(1H, s) , 8.51-8.56 {1H, m) . 
5 Example 30 

To a mixture of 3-~{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazoi-4-yl}-l~propanol (650 mg) , methyl 3- 
hydroxyphenylacetate (3 80 mg) , trifoutylphosphine (930 mg) and 
tetrahydrofuran (10 ml) was added 1,1'- 

10 azodicarbonyidipiperidine (1.16 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

15 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 mi) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

20 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{ 3-ethoacy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (490 mg, yield 53%). The 

25 crystals were recrystallized from ethyl acetate-hexane . 
melting point: 134-135°C. 

1 H-NMR (CDC1 3 )5: 1.41 (3H, t, J«7 . 2 Hz), 2.02-2.14 (2H, m) , 
2.60 (2H, t, J-7.2 Hz), 3.62 <2H, s) , 4.01 (2H, t, J-6 . 3 Hz), 
4.34 (2H, q, J-7.2 Hz), 6.78-6.88 {3H, m) , 7.18-7.28 <1H, m) , 
30 7.80 <1H, d, J-8.7 Hz), 7.90 (1H, dd, J=2 . 4 , 8.7 Hz), 8.17 
(1H, s) , 8.52-8.57 {1H, m) . 
Example 31 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (620 mg) , methyl 2- 
35 hydroxyphenylacetate (340 mg) , tributylphosphine (800 mg) and 
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tetrahydrofuran (10 ml) was added 1,1'- 

azodicarbonyldipiperidine (1.00 g) at room -temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

10 Hydrochloric acid {5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3- {3-ethoxy-i- [5- 

* 5 (trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4- 

yl}propoxy) phenyl ] acetic acid (310 mg, yield 35%), The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 83-84*0. 

1 H— HMR (CDC1 3 )§: 1-40 (3H, t, J-7 . 0 Hz), 2.00-2.18 (2H, m) , 
20 2.61 (2H, t, J=7.0 Hz), 3.68 (2H, s) , 4.02 (2H, t, J-6 . 2 Hz), 
4.34 (2H, q, J~7 . 0 Hz), 6.80-6.96 {2H, m) , 7,14-7.28 (2H, ra) , 
7.80 (IB, d r J-8,8 Hz), 7.90 (1H, dd, J-2 . 2 , 8.8 Hz), 8.20 
(1H, s) , 8.49-8.56 (1H, m) . 
Example 32 

25 To a mixture of { 3-me thy 1-1- [5- (trif luoromethyl) -2- 

pyridyl]-lH~pyrazol-4-yl}methanol (500 mg) , methyl 2-<3- 
hydroxyphenoxy) ™2-methylpropionate (430 mg) , 

triphenylphosphine (570 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% solution (980 mg) of diethyl 

30 a zodi car boxy late in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 

35 A mixture of the obtained oily substance, IN aqueous sodium 
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hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid {5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with saturated aqueous sodium chloride solution, dried 
(Mg3G 4 ) and concentrated, The obtained colorless crystals were 
collected by filtration to give 2 -me thy 1-2- (3- {3-methyl-l- [5- 
(trifluoromethyl)-2"-pyridyl]»lH"»pyrazol-4" 

ylmethoxy}phenoxy) propionic acid (600 mg, yield 71%). The 
20 crystals were recrystallized from ethyl acetate-hexane. 
melting point: 152~»153°C. 

X H-NMR (CDC1 3 )5: 1*64 (6H, s) , 2.38 {3H, s) r 4.99 {2H, s) , 
6.52-6.68 (3H r m) , 7.15 (1H, t, J-8.1 Hz), 7.98-8.08 (2H, m) , 
8.58-8.68 (2H, m) . 
1$ Example 33 

To a mixture of 3~{3~ethoxy--l-[5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-4~yl}-l-~propanol (550 mg) , methyl 3~(3~ 
hydroxyphenyl) propionate (330 mg) r tributylphosphine (700 mg) 
and tetrahydrofuran (10 ml) was added 1,1'- 

20 azodicarbonyldipiperidine (880 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

25 A mixture of the obtained oily substance, liSJ aqueous sodium 

hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

30 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- (3-{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyra2ol-"4- 

yl}propoxy) phenyl] propionic acid {590 mg, yield 73%) . The 
35 crystals were recrystallized from isopropyl ether-hexane . 
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melting point: SS-S^C. 

1 H-NMR (CDC1 3 )5: 1*41 (3H f t, J-7 . 0 Hz), 2.00-2.18 (2H, m) , 
2.54-2.76 (4H, m) , 2.88-3.02 (2H, rrt) , 4.00 (2H f t f J-6 . 2 Hz) , 
4.35 (2H, q, ^-7.0 Hz), 6.71-6.88 (3H, m) , 7.14-7.24 <1H, m) , 
5 7.77-7,96 (2H, m) , 8.17 (1H, s) , 8.52-8.60 (lH f m) . 
Example 34 

To a mixture of {3-methyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}methanol (520 rug) , methyl 2- (4- 
hydroxyphenoxy) -2-methylpropionate (430 mg) r 

10 triphenylphosphine (580 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% solution (980 -rag) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

15 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance r IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

20 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2-methy 1-2- ( 4- { 3 -methy 1-1- [ 5- 

25 (trif luoromethyl) -2-pyridyl] -lH-pyraisol~-4~"" 

ylmethoxy}phenoxy) propionic acid (330 mg, yield 38%). The 
crystals were recrystallised from isopropyl ether-hexane. 
melting point: 106~107°C. 

X H-NMR (CDC1 3 )5: 1*55 (6H, s) , 2.39 (3H, s) , 4.94 (2H, s) , 
20 6.85-6.99 (4H, m) , 7.95-8.07 (2H, m) , 8.55 (1H, s) , 8.61-8.66 
(1H, m) . 
Example 35 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3-(2- 
35 ethoxy-4-hydroxyphenyl) propionate (4 60 mg) , tributylphosphine 
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(650 mg) and tetrahydrofuran (10 ml) was added 1,1'- 
azodicarbonyldipiperidine (820 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

20 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-ethoxy-4- (3-{3-ethoxy-l- 

15 [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}propoxy) phenyl] propionic acid (540 mg, yield 67%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 96-97°C. 

•""H-NMR (CDC1 3 )8: 1.37-1.48 (6H, m) , 2.02-2.16 (2H, m) , 2.56- 
*° 2.69 (4H, m) , 2.83-2.94 (2H, m) , 3.93-4.06 (4H, m) , 4.34 (2H r 
q, J=7.2 Hz), 6.34-6.47 (2H, m) , 7.02 (1H, d, J-8.4 Hz), 7.76- 
7.94 (2H, m) , 8.17 (1H, s) , 8.50-8.58 (1H, m) . 
Example 36 

To a mixture of l-methyl-3-{3-methyl-l- [5- 
25 (trif luoromethyl) -2-pyridyll -lH-pyrazol-4-ylmethoxy J-1H- 
pyrazole-5-carbaldehyde (2.00 g) , ethyl 

diethylphosphonoacetate (1.35 g) and N,N-dimethylformamide (30 
ml) was added sodium hydride (60%, in oil, 240 mg) at 0°C and 
the mixture was stirred overnight at room temperature. The 

30 reaction mixture was poured into water, and extracted with 

ethyl acetate. The ethyl acetate layer was washed with dilute 
hydrochloric acid and then with saturated aqueous sodium 
chloride solution, dried (MgSO fl ) and concentrated. The residue 
was subjected to silica gel column chromatography, and ethyl 

35 (E) „ 3 _ (i-methyl-3- {3-methyl-l- [5- (trif luoromethyl) -2-pyridyl] - 
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lH-pyrazol-4~ylmethoxy}-lH-pyrazol~5-yl)propenoate (2. 14 g r 
yield 80%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). The 
crystals were recrystalliaed from ethyl acetate-hexane. 
5 melting point; 173-~174°C. 

X H-HMR (CDC1 3 )S: 1-33 (3H, t, J-7.2 Hz) , 2.40 (3H r jb) , 3.83 
{3H, s) , 4.26 (2H, q, J-7.2 Hz) , 5.11 (2H, s) , 5.94 (1H, s) , 
6.27 (1H, d, J=15.9 Hz), 7.47 <1H, d, J-15.9 Hz) , 7.94-8.04 
(2H, m) , 8.57 (1H, s) , 8.60-8.65 <lH r m> . 

10 Example 37 

A mixture of ethyl (E) -3- (l-methyl-3-{ 3~methyi-l- [5- 
( trif luoromethyl) -2-pyridyi] -lH-pyrazol-4-ylmethoxy }-lH- 
pyrazol-5-yl)propenoate (600 mg) , IN aqueous sodium hydroxide 
solution (5 ml) , tetrahydrofuran (5 ml) and methanol {5 ml) 

15 was stirred at 60°C for 2 hours. IN Hydrochloric acid (10 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried {MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 

20 give (E) -3- (l-methyl-3- {3-methyl-l- [5- (trif luoromethyl) ~2- 
pyridyl] -lH-pyrasol-4-ylmethoxy }-lH-pyrazol~5~yl) propenoic 
acid (520 mg, yield 93%) . The crystals were recrystallized 
from acetone-hexane. melting point: 208-209°C. 

2 H— NMR (CDC1 3 )5: 2.41 (3H, s) , 3.85 (3H, s) , 5.13 (2H r s) , 6.00 
25 (1H, s) , 6.28 (1H, d, J-15.8 Hz), 7.57 (lH f d, J-15.8 Hz) , 
7.93-8.07 (2H, m) , 8.58 (1H, s) , 8.60-8.66 (IE, m) , 
Example 38 

A mixture of ethyl (E > -3- ( l-methyl-3- { 3-methy 1-1- [ 5- 
(trif luoromethyl) -2-pyridyl]-lH-pyrazol-4-ylmethoxy )-lH- 

30 pyrazol-5-yl)propenoate (1.25 g) , 5% palladium-carbon (600 mg) 
and tetrahydrofuran (30 ml) was stirred at room temperature 
for 1 hour under a hydrogen atmosphere. Palladium-carbon was 
removed by filtration and the filtrate was concentrated. A 
mixture of the obtained crystals,, IN aqueous sodium hydroxide 

35 solution (5 ml) , tetrahydrofuran (5 ml) and methanol (5 ml) 
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was stirred at room temperature for 3 hours. IN Hydrochloric 
acid (5 ml) was added and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 

5 concentrated. The obtained colorless crystals were collected 
by filtration to give 3- { 1-methy 1-3- { 3-methyl-l- [ 5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylmethoxy } -1H- 
pyrazol-5-yl) propionic acid (1.13 g, yield 96%). The crystals 
were recrystallized from acetone-hexane . melting point: 154- 

« 155°C. 

l H— NMR (CDC1 3 )5: 2.39 (3H f s) , 2.64-2.77 (2H, m) , 2.81-2.94 
(2H, m), 3.68 <3H, s) , 5.07 (2H, s) , 5.51 (1H, s) , 7.94-8.07 
(2H, m) , 8.54 (1H, s) , 8.60-8.65 (1H, m) . 

Example 39 

is to a mixture of { 3-isopropy 1-1- [5- (tr if luoromethyl) -2- 

pyridyl3-lH-pyrazol-4~yl}methanol (1.50 g) , methyl 3-hydroxy- 
l-methyl-lH-pyrazole-5-carboxylate (830 mg) , 
triphenylphosphine (1.40 g) and tetrahydrofuran (30 ml) was 
dropwise added a 40% solution (2.35 g) of diethyl 
20 azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl 3-{3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylxnethoxy} -1-methy 1- 
25 iH-pyrazole-5-carboxylate (2.00 g, yield 90%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 114-115°C. 
1 H— NMR (CDC1 3 )5: 1-36 (6H, d, J=6.9 Hz), 3.10-3.24 (1H, m) , 
30 3.87 (3H, s), 4.06 (3H, s) , 5.15 (2H, s) , 6.21 (1H, s) , 7.94- 
8.10 (2H, to), 8.57 (1H, s) , 8.61-8.66 (1H, m) . 
Example 40 

To a mixture of (3-methyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl} methanol (3.95 g) , methyl 3-hydroxy- 
55 1-methy l-lH-pyrazole-5-carboxylate (2.39 g), 
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triphenylphosphine (4.50 g) and -tetrahyd.ro fur an (50 ml) was 
dropwise added a 40% solution (7.60 g) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
s concentrated. The residue was subjected to silica gel column 
chromatography, and methyl l-methyl-3~ { 3 -methyl- 1- I 5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-ylmethoxy}-lH- 
pyrazole-5-carboxylate (4.90 g, yield 81%) was obtained as 
colorless crystals from a fraction eluted, with ethyl acetate- 
20 hexane (1:4, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 130-131°C. 
1 H— NMR (CDC1 3 )8: 2.40 (3H, s) , 3.86 (3H, s) , 4.05 (3H, s) , 5.12 
(2H, S), 6.20 (1H, s) , 7.94-8.06 (2H, m) , 8.57 (1H, s) , 8.59- 
8.67 (1H, m) . 
15 Example 41 

To a mixture of 3-{ 3-propy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl)-l-propanol (0.40 g) , methyl 2-(3- 
hydroxyphenoxy)-2~methylpropionate (280 mg) , tributylphosphine 
(500 mg) and tetrahydrofuran (10 ml) was added 1,1'- 
2 o azodicarhonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
•25 a mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
30 washed with saturated aqueous sodium chloride solution, dried 
(MgSO,) and concentrated. The obtained colorless crystals were 
collected by filtration to give 2~methyl-2- [3- (3~{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl) -lH-pyrazol-4- 
yl}propoxy)phenoxy3 propionic acid (300 mg, yield 48%) . The 
35 crystals were recrystallized from ethyl acetate-hexane. 
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melting point: 99-100°C. 

a H— NMR (CDC1 3 )8: 1.00 <3H, t, J-7 . 0 Hz), 1.61 (6H, s) , 1.60- 
1.83 (2Hm>, 1.98-2.10 (2H, m) , 2.55-2.76 <4H, m) , 3.98 (2H f 
t, J=6.2 Hz), 6.50-6.70 (3H, m) , 7.11-7.24 (1H, m) , 7.90-8.08 
5 (2H, m) , 8.27 (1H, s) , 8.55-8.64 (1H, m) . 
Example 42 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2~ 
pyridyl]-lH~pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-l-phenyl-lH-pyrazol-5-yl) propionate (440 mg) , 
io tributylphosphine (650 mg) and tetrahydrofuran (10 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (810 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
15 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
20 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO<) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- {3- (3-ethoxy-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl Jpropoxy) -1- 
25 phenyl-lH-pyrazol-5-yl] propionic acid (460 mg, yield 55%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 121-1 22°C. 

*H-NMR (CDC1 3 )5: 1.42 (3H, t, J=7 . 0 Hz), 1.96-2.18 (2H, m) , 
2.52-2.71 (4H, m) , 2.88-3.00 (2H, m) , 4.17-4.28 (2H, m) , 4.35 
30 (2H, q, J=7.0 Hz), 5.71 (1H, s) , 7.27-7.50 (5H, m) , 7.76-7.95 
(2H, m) , 8.17 (1H, s) , 8.50-8.56 (1H, m) . 
Example 43 

To a mixture of 3- { 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl)-l-propanol (540 mg) , ethyl 3- (3- 
35 hydroxy-l-phenyl-lH-pyrazol-5-yl) propionate (450 mg) , 
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tributylphosphine {700 mg) and tetrahydrofuran (20 ml) was 
added 1 , 1 r -azodicarbonyld±piperidine (860 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 

5 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 

10 5 hours, IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3™ [l-phenyl-3- (3-{3-propyl-l- 

*5 [5~ (trif iuoromethyl) -2-pyridyl] -lH~pyrazol-4-yl}propoxy) -1H- 
pyrazol-5-yl] propionic acid (630 mg, yield 69%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
149-150°C. 

X HMSJMR {CDC1 3 )8: 1.00 <3H, t, J-7 . 2 Ha), 1.62-1.85 {2H, m) , 
20 1.98-2.18 (2H, m) , 2.55-2.71 (6H, m), 2.88-3.02 {2H r m) , 4.18- 
4.30 (2H, m), 5.71 (IB, s) , 7.27-7.51 (5H, m) , 7.89-8.06 (2H, 
m) , 8.29 (1H, s) , 8.55-8.62 (IE, m) . 
Example 44 

To a mixture of 3- {3-propyl-l- [5- (trif Iuoromethyl) -2- 
25 p yr idyl}-lH~pyrazol-4-yl}~l-propanol (550 mg) , methyl 3- 

hydroxyphenylacetate (300 mg) , tributylphosphine (740 mg) and 
tetrahydrofuran (20 ml) was added 1,1'- 

azodicarbonyldipiperidine (890 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

30 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

35 (5 ml) was stirred at room temperature for 5 hours. IN 
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Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

5 collected by filtration to give [3- (3-{3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yUpropoxy) phenyl] acetic acid (630 rag, yield 80%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 106~107°C. 

20 (CDC1 3 )5: 1.00 (3H, t, J=7 . 0 Hz), 1.62-1.82 (2H m) , 

2.00-2.18 <2H, m) , 2.55-2.74 {4H, m) , 3.62 (2H, s) , 4.03 <2H, 
t, J=6.2 Hz), 6.70-6.92 (3H, m) , 7.17-7.32 (1H, m) , 7.90-8.05 
(2H, m) , 8.30 {1H, s) , 8.58-8.64 (1H, m) . 
Example 45 

25 To a mixture of 3- { 3-propyl-l- [ 5- (tr if luoromethyl) -2- 

pyridyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3- (3- 
hydroxy-l-methyl-lH-pyrazol-5-yl) propionate (320 mg) , - 
tributylphosphine (650 mg) and tetrahydrofuran (20 ml) was 
added 1,1 '-azodicarbonyldipiperidine (800 mg) at room 

*o temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 

23 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

30 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-methyl-3- (3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl Jpropoxy) -1H- 
pyrazol-5-yl] propionic acid (550 mg, yield 74%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
35 80-81°C. 
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l H-NMR (CDC1 3 )6: 1-00 <3H, t, J=7 . 4 Hz), 1.60-1. 84 (2H, m) , 
1.95-2.14 (2H, m) , 2.54-2.93 (8H r m) , 3.66 (3H, s) , 4.08-4.20 
(2H r m), 5.48 {1H, s), 7.90-8.06 (2H, m) , 8.28 {1H, s) , 8.57- 
8.64 (1H, m) . 
5 Example 46 

To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol {550 mg) , methyl 4- 
hydroxyphenylacetate {300 mg) , tributylphosphine (750 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

10 azodicarbonyldipiperidine (890 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

35 a mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

20 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4- (3-{3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (590 mg, yield 75%). The 

25 crystals were recrystallized from ethyl acetate-hexane. 
melting point: 101-102°C. 

X H-NMR (CDC1 3 )8: 1-00 {3H, t, J-7 . 4 Hz), 1.62-1.84 {2H m) , 
2.01-2.19 (2H, m), 2.55-2.73 (4H, m) , 3.60 (2H, s) , 3.96-4.06 
<2H, m), 6.82-6.92 (2H, m) , 7.14-7.24 (2H, m) , 7.90-8.06 (2H, 
30 m) , 8.30 (1H, s) , 8.57-8.64 (1H, m) . 
Example 47 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (550 mg) , methyl 2- 
hydroxyphenylacetate {300 mg) r tributylphosphine {750 mg) and 
35 tetrahydrofuran (30 ml) was added 1,1'- 
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azodicarbonyldipiperidine (900 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
5 fraction eluted with ethyl acetate -hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 5 hours* IK 
Hydrochloric acid (5 ml) was added and the mixture was 
10 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 

collected by filtration to give [2~{3~{3~propyl-l- [5- 

(trif luoromethyl) -2-pyridyl] -lH-pyra2ol-4- 
15 yl}propoxy) phenyl] acetic acid (620 mg, yield 79%). The 

crystals were recrystallized from ethyl acetate-hexane . 

melting point: 100-101°C. 

Example 48 

To a mixture of 3- { 3-ethoxy-l- 1 5- (trif luoromethyl) -2- 

20 pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-i-methyl-lH-pyrazol-S-yDpropanoate (346 mg) , 
tributylphosphine (790 p.L) and tetrahydrofuran (53 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (800 mg) at room 
temperature and the mixture was stirred overnight. The 

25 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {25 ml) , tetrahydrofuran 

30 (50 ml) and ethanol (25 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS04) and concentrated. The obtained 

35 colorless crystals were recrystallized from ethyl acetate- 
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hexane to give 3- [3- (3~{3~~ethoxy~l- [5- {trif luoromethyl) -2- 
pyridinyl] -lH-~pyrazol-~4-yl}propoxy) -l~methyl~IH-pyrazol--5--- 
yljpropanoic acid {370 mg, yield 50%) . melting point: 137- 
138*0. 
5 Example 49 

To a mixture of 4-13-isopropyi-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-butanol (500 rng) , ethyl 3- (3- 
hydroxy-l-phenyl-lH-pyrazol-S-ylJpropanoate (437 rng) , 
tributylphosphine (761 p,L) and tetrahydrofuran (50 ml) was 

0 added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate -hexane 

5 (1:5, volume ratio). A mixture of the obtained oily substance r 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(50 ml) and ethanol (25 ml) was stirred at room temperature 
for 2 hours. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 

y ° layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO<i) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [3- (4- {3-isopropyl-l~ [5- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol~4-yl }butoxy) -l~-phenyl-lE-pyrazol-5- 

' 5 yl] propanoic acid (594 mg, yield 72%) / melting point: 137- 
138°C. 
Example 50 

To a mixture of 4™{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl ]-lH-pyrazol-4-yl}-l-butanol (500 mg) , ethyl 3- (3- 

f ° hydroxy~l~methyl~lH-pyrazol-5~yl)propanoate (333 mg) r 

tributylphosphine (761 jiD and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 

fS to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate -hexane 
(1:5, volume ratio) . A mixture of the obtained oily substance, 

IN aqueous sodium hydroxide solution (25 ml}, tetrahydrofuran 
(50 ml) and ethanol (25 ml) was stirred at room temperature 
5 for 2 hours. IN Hydrochloric acid (25 ml) was added and the 

mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
« hexane to give 3- [3- (4-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl ] -lH-pyrazol-4-yl } butoxy ) -l-methyl-lH-pyrazol-5~ 
yl] propanoic acid (366 mg, yield 50%) . melting point: 113- 
114°C. 
Example 51 

is To a mixture of 4- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl 3- 
hydroxyphenylacetate (279 mg) , tributylphosphine (761 jj,L) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
20 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:20, volume 
ratio). A mixture of the obtained oily substance, IN aqueous 
25 sodium hydroxide solution (25 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 6 hours. 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
30 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from diisopropyl ether-hexane , [3~{4-{3- 
isopropyl-1- [5- (trif luoromethyl) -2-pyridinyll-lH-pyrazol~4- 
yl}butoxy) phenyl] acetic acid (165 mg, yield 23%). melting 
point: 114-115°C. 
35 Example 52 
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To a mixture of 4-{3-isopropyl-l- [5- (trif luoromethyl) ~2- 
pyridirxyl]-lH-pyrasol-4-yl}-l-butaiiol {500 mg) , methyl 2™ 
hydroxyphenylacetate (279 mg) r tributylphosphine (761 |xD and 
tetrahydrofuran {80 ml) was added 1,1'- 
5 azodicarbonyldipiperidine {771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
10 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 2 hours. 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
15 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [2-<4-{3- 
isopropyl-1- [5- (trif luoromethyl) ~2-pyridinyl] -IH-pyrazol-4- 
yljbutoxy) phenyl] acetic acid (376 mg, yield 53%). melting 
point: 125-126°C. 
Example 53 

To a mixture of 4- {3-isopropy 1-1- [5- {trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l""butanoi (500 mg) , methyl 4- 
hydroxyphenylacetate {279 mg) , tributylphosphine (761 ^L) and 

25 tetrahydrofuran (76 ml) was added 1,1 r - 

azodicarbonyldipiperidine {771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

30 fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {50 ml) , tetrahydrofuran {50 ml) and 
ethanol (25 ml) was stirred at room temperature for 4 hours. 
XJSf Hydrochloric acid (50 ml) was added and the mixture was 

■? 5 extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-(4-{3- 
isopropyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
5 yl}butoxy) phenyl] acetic acid (335 mg, yield 47%). melting 
point: 130-131°C. 
Example 54 

To a mixture of 4- {3-isopropyl~l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4~yl}-l-butanol {500 mg) , methyl 2~{3- 

10 hydroxyphenoxy) -2-~methylpropanoate (353 mg) , tributylphosphine 
(761 jxL) and tetrahydrofuran (76 ml) was added 1,1'- 
azodioarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

15 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (50 ml) , tetrahydrofuran (50 mi) and 
ethanol (25 ml) was stirred at room temperature for 3 hours. 

20 IN Hydrochloric acid (50 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution,, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 

25 obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained colorless crystals were 
recrystailized from ethyl acetate-hexane to give 2-[3-(4-{3- 
isopropyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol~4- 
yl}butoxy)phenoxy]-2~methylpropanoic acid (258 mg, yield 33%). 
30 melting point: 81-82°C. 
Example 55 

To a mixture of 4- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}""l-butanol (500 mg) , methyl 3-(4- 
hydroxyphenyDpropanoate (303 mg) , tributylphosphine (761 p,L) 
35 and tetrahydrofuran (76 ml) was added 1,1'- 
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azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

« fraction eluted with ethyl acetate-hexane (1:5, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (50 ml) , tetrahydrofuran (50 ml) and 
ethanol (25 ml) was stirred at room temperature for 3 hours, 
IN Hydrochloric acid (50 ml) was added and the mixture was 

10 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgSQ 4 ) and concentrated* The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3-[4-(4-{3~ 
isopropyl-l- [5- (trif luoromethyl) -2~pyridinyl] -lH-pyrazol~4- 

*5 yl}butoxy)phenyl]propanoic acid (231 mg, yield 32%). melting 
point; 144-145°C. 
Example 56 

To a mixture of 2- { 3-ethoxy-l- [5- (trif luoromethyl) -2~ 
pyridinyl]~lH-pyrazol-4-yl} ethanol (300 mg) , ethyl 3-(3- 
20 hydroxy-l-phenyl»lH-pyrazol-5-yl)propanoate (285 mg) , 

tributylphosphine (496 pj») and tetrahydrofuran (50 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (503 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
25 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 
IN agueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (15 ml) was stirred at room temperature 
30 for 5 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate™ 
55 hexane to give 3- [3- (2-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
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pyridinyl] } ethoxy ) -l-phenyl~lH~pyra&ol--5-- 

yl] propanoic acid (372 mg, yield 72%) . melting point: 155- 
156°C, 
Example 57 

5 To a mixture of 2-{3-ethoxy~l- [5- (trif luoromethyl) -2~ 

pyridinyll^lH-pyrazol-4~yl}ethanol (300 mg) , methyl 2- 
hydroxyphenylacetate (183 mg) , tributylphosphine (496 ja,Ij) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (502 mg) at room temperature and the 

10 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 

25 hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

ethanol (25 ml) was stirred at room temperature for 3 hours, 
IN Hydrochloric acid {25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgSO/j) and concentrated. The obtained colorless crystals were 
recrystallised from ethyl acetate-hexane to give [2-(2-{3- 
ethoxy- 1- [5- (trif luoromethyl) -2~pyridinyl] -lH-pyra£ol-~4™ 
yl}ethoxy) phenyl] acetic acid (242 mg, yield 56%). melting 
point: 134~135°C. 

25 Example 58 

To a mixture of 4-{3~propyl--l-~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-~4~yl}-l-butanol (500 mg) , ethyl 3- (3- 
hydroxy-l~phenyl~lH-~pyrazol~5~yl) propanoate (437 mg) , 
tributylphosphine (761 p£) and tetrahydrofuran (76 ml) was 

30 added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

35 (1:4, volume ratio), A mixture of the obtained oily substance, 
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IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 

5 layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated . The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [l-phenyl-3- (4-{3-propyl-l- [5- 
(trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl}butoxy) -1H- 

*° pyrazol-5-yl] propanoic acid (505 mg, yield 61%) - melting 
point: 123-124°C. 
Example 59 

To a mixture of 4-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2:ol-4-yl}-l-butanol (500 mg) , methyl 3- 
15 hydroxyphenylacetate (508 mg) , tributylphosphine (761 jj,L) and 
tetrahydrofuran (76 ml) was added 1,1 ' - 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
20 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4 , volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3*5 hours. 
25 IN Hydrochloric acid (30 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 

recrystallized from ethyl acetate-hexane to give [3-(4-{3- 
30 propyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~- 

yljbutoxy) phenyl] acetic acid (330 mg, yield 47%). melting 

point: 96~97°C. 

Example 60 

To a mixture of 4- {3-propyl-l~ [5- (trif luoromethyl) -2- 
55 pyridinyl]-lH-pyrazol~4~yl}~l-butanol (500 mg) , methyl 2- 
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hydroxyphenylacetate (279 mg) , tributylphosphine {761 jiL) and 
tetrahydrofuran {76 ml) was added 1,1'- 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight. The reaction, solution was 

5 concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio), 
A mixture of the obtained oily substance , IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 

0 ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated* The obtained colorless crystals were 

5 recrystallized from ethyl acetate-hexane to give t2-(4-{3- 
propyl~l- [5- (trif luoromethyl) -2-pyridinyl] ~lH~-pyrazol-4~ 
yl}butoxy) phenyl] acetic acid (236 mg, yield 33%) . melting, 
point: 95-97°C. 
Example 61 

0 To a mixture of 4- { 3~propyl-l~ [5- (trif luoromethyl) -2- 

pyridinyl3-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (286 mg) , 
tributylphosphine (761 p,L) and tetrahydrofuran (76 ml) was 
added i , 1 '-azodicarbonyldipiperidine (771 mg) at room 

5 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 

0 IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
for 4 hours. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

5 solution, dried (MgS0 4 ) and concentrated. The obtained 
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colorless crystals were recrystallized from ethyl acetate- 
hexane to give [ 1 -me thy 1-3- (4- { 3-propyl-l- [ 5- 
( trif luoromethyl) -2-pyridinyl] ~lH~pyrazol-4-yl}butoxy) -1H- 
pyrazol-4-yl] acetic acid {340 mg, yield 48%). melting point: 
5 95-97^. 
Example 62 

To a mixture of 2-{3-ethoxy-l- [5- {trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yi}ethanol (460 mg) , methyl 3- 
hydroxyphenylacetate (507 mg) , tributylphosphine (761 p.L) and 

10 tetrahydrofuran (76 ml) was added 1,1'- 

azodicarbonyldipiperidine {771 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

15 fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid {30 ml) was added and the mixture was 

20 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate -hexane 

25 (1:2, volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [3-(2-{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}ethoxy) phenyl] acetic acid (206 mg r yield 31%) . melting 
point: 12B-130°C. 

30 Example 63 

To a mixture of 4- {3-propyl-I- [5™ (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl 3- 
hydroxy-4-methoxyphenylacetate {899 mg) , tributylphosphine 
(1.14 ml) and tetrahydrofuran (76 ml) was added 1,1'- 
35 azodicarbonyldipiperidine (1.16 g) at room temperature and the 
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mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography r and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
5 A mixture of the obtained oily substance, 1H aqueous sodium 
hydroxide solution (30 ml) r tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours* 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 

10 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated* The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-methoxy-3- 
(4-{3-propyl-~l- [5- (trif luoromethyl) -2-pyridinyl] ~lH-pyrazol--4-~ 
yljbutoxy) phenyl] acetic acid (388 mg, yield 52%). melting 

15 point: 147-148°C. 
Example 64 

To a mixture of 4- { 3— propyl- 1— [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}-l--butanol (500 mg) , ethyl 3- (4- 
hydroxy~2~methylphenyl) propanoate (350 mg) , tributylphosphine 

20 (761 jlxXi) and tetrahydrofuran (76 ml) was added 1,1 f ~- 

azodicarbonyldipiperidine (771 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated* The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 

25 fraction eluted with ethyl acetate-hexane (1:5, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 

50 extracted with ethyl acetate* The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgSCu) and concentrated* The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- [2-methyl- 
4-<4-{3-»propyl-l- [5- (trif luoromethyl) -2-pyridinyl] -IH-pyrazol- 

35 4-yl}butoxy) phenyl] propanoic acid (323 mg, yield 43%) * melting 
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point: 105-107°C. 
Example 65 

To a mixture of 3~{3~propyl-l- [5- (trif luorometbyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (480 mg) , ethyl 3~{4- 
5 hydroxy-2-methylphenyl)propanoate (351 mg) r tributylphosphine 
(763 fxD and tetrahydrofuran {76 ml) was added 1,1'- 
azodicarbonyldipiperidine (773 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

10 chromatography , and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:5, volume ratio) . 
A mixture of the obtained oily substance , IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature overnight. IN 

15 Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- [2~methyl~ 

20 4 _ (3-{3-propyl-l- [5- (trif luorome thy 1) -2-pyridinyl] *-lH-pyrazol- 
4-yl}propoxy) phenyl 3 propanoic acid (147 mg, yield 20%). 
melting point: 124-126°C* 
Exainple 66 

To a mixture of 4-{3-propyl-l- E5- (trif luoromethyl) -2- 
25 pyridinyl]-lH-pyrasol-4-yl}-l~butanol (500 mg) , methyl (3- 
hydroxy~l-phenyl-lH~pyrazol-4-yl) acetate (390 mg) , 
tributylphosphine (761 jiL) and tetrahydrofuran (76 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at room 
temperature and the mixture was stirred overnight. The 
30 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography,, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(l:4 r volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
35 (30 ml) and ethanol (30 ml) was stirred at room temperature 
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overnight. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 

5 colorless crystals were recrystallised from ethyl acetate- 
hexane to give [l-phenyl-3- (4-{3~propyl--l-[5- 
(trif luorornethyl) -2-pyridinyl] -~lH-pyrazol-4-yl}butoxy) -1H- 
pyrazol-4-yl] acetic acid (600 mg, yield 74%). melting point: 
114-11500. 

w Exaa$>le 67 

To a mixture of 3-{3-propyl-l- [5- (trif luorornethyl) -2- 
pyridinyl]-lH-pyrazol~4-yl}-l~propanol (480 mg) , methyl (3- 
hydroxy~l-phenyl~lH-pyrazol-~4~yl) acetate (391 mg) , 
tributylphosphine (763 jxD and tetrahydrofuran (77 ml) was 

15 added 1 , 1 '-azodicarbonyldipiperidine (773 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated* The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

20 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
for 3 hours. IK Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 

25 layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give [l-phenyl»3»(3-{3-propyl-l-I5"» 
( trif luorornethyl) -2-pyridinyl] -lH~pyrazol-4-yl}propoxy) -1H- 

30 py r azol-4~yl] acetic acid (601 mg, yield 76%). melting point: 
123-124 0 C. 
Example 68 

To a mixture of 4~{3-isopropyl~l~"" [5- (trif luorornethyl) -2- 
pyridinyl3-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl (3- 
35 hydroxy-l-phenyl-lH-pyra^ol-4-yl) acetate (390 mg), 

335 



WO 03/099793 



PCT/JP03/06389 



tributylphosphine {761 ^L) and tetrahydrofuran {76 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (771 mg) at; room 
tempera-bare and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
5 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio}* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 

10 overnight. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 

15 hexane to give [3- (4-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-*4-yl}butoxy)-l-phenyl-lH-pyrazol-4- 
yl] acetic acid (471 mg, yield 58%). melting point: 119-120°C. 
Example 69 

To a mixture of 4- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 

20 pyridinyl]-lE-pyrazol-4-yl}-l-butanol (350 mg) , methyl 3-(4~ 
hydroxy~2-methoxyphenyl)propanoate (674 mg) , tributylphosphine 
(799 jxL) and tetrahydrofuran (53 ml) was added 1,1'- 
azodicarbonyldipiperidine (809 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

25 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 

30 ethanol (30 ml) was stirred at room temperature for 3 hours, 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

35 recrystallized from ethyl acetate-hexane to give 3- [4- (4- {3- 
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isopropyl-l- [5- (trif luoromethyl) ~2~pyridinyl] ~lH-pyrazol-4- 
yl}butoxy)-2~methoxyphenyl] propanoic acid (319 mg, yield 59%)* 
melting point: 125-126 D C. 
Example 70 

5 To a mixture of 4~{3-propyl-l- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol-4-yl}-l-b*atanol (500 mg) , ethyl 3-{3- 
hydroxy-l-methyl-lH-pyrazol-5-yl)propanoate (333 mg) , 
tributylphosphine (761 jiL) and tetrahydrofuran (76 ml) was 
added l r l '-azodicarbonyldipiperidine {771 mg) at room 
10 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(l:2 r volume ratio). A mixture of the obtained oily substance, 
1 5 IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 
(30 ml) and ethanol (30 ml) was stirred at room temperature 
overnight. IN Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
20 solution, dried (MgS0 4 ) and concentrated. The obtained 

colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- [l-methyl-3- (4-{3~propyl-l- [5- 
(trifluoromethyl) -2"pyridinyl]-lH-pyrazol-4»-yl}butoxy) -IE- 
pyrazol-5-yl] propanoic acid (345 mg, yield 47%) . melting 
25 point: 122-1230C. 
Example 71 

To a mixture of 3- {3- (benzyloxy) -1- [5- (trif luoromethyl) - 
2-pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-(3- 
hydroxy-l-phenyl-XH-pyrazol~5-yl)propanoate (247 mg) , 

30 tributyiphosphine (394 jxL) and tetrahydrofuran (40 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (399 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 

35 obtained from a fraction eluted with ethyl acetate-hexane 
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(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (30 ml) , tetrahydrofuran 

(30 ml) and ethanol <30 ml) was stirred at room temperature 
for 3 hours. IN Hydrochloric acid (30 ml) was added and the 
5 mixture was extracted with ethyl acetate . The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give 3- 13- (3-{3- (benzyloxy) -1- [5- (trif luoromethyl) - 
10 2-pyridinyl] -lH-pyrazol-4-yl}propoxy) -l-phenyl-lH-pyrazol-S-- 
yl] propanoic acid (378 mg, yield 81%) * melting point: 159- 
161°C. 
Example 72 

To a mixture of 2- {3-ethoxy-l- [5™ (trif luoromethyl) -2- 

15 pyridinyl] -lH-pyrazol-4-yl} ethanol (400 mg) , methyl (3- 
hydroxy-l-phenyl-lH-pyrazol-4-yl) acetate (339 mg) , 
tributylphosphine (662 jiD and tetrahydrofuran (66 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (670 mg) at room 
temperature and the mixture was stirred overnight. The 

20 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
1H aqueous sodium hydroxide solution {30 ml) , tetrahydrofuran 

25 (30 ml) and ethanol (30 ml) was stirred at room temperature 
overnight* l£J Hydrochloric acid (30 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSG^) and concentrated. The obtained 

30 colorless crystals were recrystallized from ethyl acetate- 
hexane to give [3- (2- { 3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl}ethoxy) -l-phenyl-lH-pyrazol-4- 
yl] acetic acid (544 mg, yield 82%) . melting point: 135-137°C. 
ExainDle 7 3 

35 To a mixture of 2- {3-ethoxy-l- [5- (trif luoromethyl) ~2~ 
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pyridinyl]-lH-pyrazol-4-yl} ethanol (400 mg) , methyl 4- 
hydroxyphenylacetate (243 mg) , tributylphosphine (662 fiL) and 
tetrahydrofuran (66 ml) was added 1,1'- 

azodicarbonyldipiperidine (670 mg) at room temperature and the 

5 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:4, volume ratio). A 
mixture of the obtained oily substance , IN aqueous sodium 

10 hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 

ethanol (30 ml) was stirred at room temperature for 3 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

15 (MgSOs) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4-(2~{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lE-pyrazol-4- 
yl}ethoxy) phenyl 3 acetic acid (123 mg, yield 21%) > melting 
point: 142-143*C. 

20 Example 74 

To a mixture of 2-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyl]~lH~pyrazol~4-yl} ethanol (400 mg) , methyl 2- (3- 
hydroxyphenoxy) -2-methylpropanoate (335 mg) , tributylphosphine 
(662 jilt) and tetrahydrofuran (66 ml) was added 1,1'- 

* 5 azodicarbonyldipiperidine (670 rag) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

30 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with etJhyl acetate. The ethyl acetate layer was 

35 washed with saturated aqueous sodium chloride solution, dried 
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(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography , and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio) . The obtained colorless crystals were 
5 recrystalliaed from ethyl acetate-hexane to give 2-[3~(2-{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol~4~ 
yl}ethoxy)phenoxy]-2-methylpropanoic acid {169 mg, yield 26%) . 
melting point: 89-~90°C. 
Example 75 

" To a mixture of 2~{3-ethoxy-l- [5- (trif luoromethyl) -2- 

pyridinyl]~lH-pyrazol-4-yl} ethanol (350 mg) , methyl 3- (4- 
hydroxy~2-methoxyphenyl)propanoate {733 mg) , tributylphosphine 
(868 fiL) and tetrahydrofuran (58 ml) was added 1,1'- 
azodicarbonyldipiperidine (879 mg) at room temperature and the 

15 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 

20 sodium hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
ethanol (30 ml) was stirred at room temperature for 3 days. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

25 (MgSOs) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1*5, volume ratio). The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3™ [4- (2™ {3- 

30 ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

yl}ethoxy) -2-methoxyphenyl] propanoic acid {337 mg, yield 61%). 
melting point: 147~~148°C. 
Example 76 

To a mixture of 2- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
35 pyridinyl]-lH-pyrazol-4-yl} ethanol (400 mg) , ethyl 3-{4- 
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hydroxy-2~methylphenyl)propanoate (332 mg) , tributylphosphine 
(662 |jlL) and tetrahydrofuran (66 ml) was added 1,1'- 
azodicarbonyldipiperidine (670 mg) at room temperature and the 
mixture was stirred overnight, The reaction solution was 

5 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran {30 ml) and 

10 ethanol (30 mi) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOs) and concentrated. The obtained colorless crystals were 

* 5 recrystallized from ethyl acetate-hexane to give 3-[4-(2-{3- 
ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lR-pyrazol-4- 
yl}ethoxy)~2-methylphenyl] propanoic acid (210 mg, yield 34%). 
melting point: 117-119°C, 
Example 77 

20 a mixture of 4- {3-propyl~l- [5- (trif luoromethyl) -2- 

pyridinyl3-lH-pyrazol-4~yl}butyl methanesulf onate {500 mg) , 
sodium hydride (60%, in oil, 74,0 mg) and N,N- 

dimethylformamide (10 ml) was stirred at room temperature for 
30 minutes and a solution of ethyl 3- [3- <4-f luorophenyl) -1H- 
25 pyrazol-4-yl]propanoate (350 mg) in N,^-dimethylformamide (2 
ml) was added. After stirring overnight, water was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 

30 was subjected to silica gel column chromatography, and a 

colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (30 ml), 
tetrahydrofuran (30 ml) and ethanol (30 ml) was stirred at 

35 room temperature overnight, IN Hydrochloric acid (30 ml) was 
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added and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated- The 
obtained colorless crystals were recrystallized from ethyl 
5 acetate-hexane to give 3- [3- (4-f luorophenyl) -1- (4- {3 -propyl- IL- 
LS- (trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl}butyl) -1H- 
pyrazol-4-yl] propanoic acid {395 mg, yield 59%) . melting 
point: 119-121°C. 
Example 78 

io A mixture of ethyl 3- {3-ethoxy-lH-pyrazol-4-yl) propanoate 

(500 mg) , sodium hydride (60%, in oil, 113 mg) and N,N~ 
dimethylformamide (22 ml) was stirred at room temperature for 
1 hour and 4- {3-propyl-l- [ 5- (trifluoromethyl) -2-pyridinyl]-lH~ 
pyrazol-4-yl} butyl methane sulfonate (870 mg) was added. After 
15 st: i rr i n g the resulting mixture overnight, 0.1N aqueous 

hydrochloric acid solution (100 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. A mixture of the obtained oily 
20 substance, IN aqueous sodium hydroxide solution (30 ml) , 
tetrahydrofuran (30 ml) and ethanol (30 ml) was stirred at 
room temperature for 3 hours. IN Hydrochloric acid (30 ml) was 
added and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
25 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (1*39 
30 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) was stirred 
at room temperature for 1 hour and concentrated. The obtained 
colorless crystals were recrystallized from ethyl acetate- 
hexane to give sodium 3- [3-ethoxy-l- (4-{3-propyl-i- [5- 
(trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl } butyl) -1H~ 
35 pyrazol-4-yi]propanoate (657 mg, yield 59%). melting point; 
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250-~251°C. 
Example 79 

To a mixture of 3~{3-~propyl-l~ [5- (trif luoromethyl) 
pyridyl]~lH~pyrazol-4~yl}--l-propanol {470 mg) , ethyl 4- 

5 hydroxy -3 -methoxyphenylace tate (320 mg) , tributylphosphine 
(610 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (760 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

10 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio)* 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

15 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
{MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3~methoxy-4~ (3-{3-propyl-l- 

20 [5- (trifluoromethyl)-2-pyridyl]-lH-pyrazol-4- 

yl}propoxy) phenyl] acetic acid (550 mg r yield 77%). The 
crystals were recrystallized from ethyl acetate-hexane „ 
melting point: 121-122*0. 
Example 80 

25 To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyra2;ol-4~yl}~l-propanol (510 mg) , methyl 3- 
hydroxy-4-methoxyphenylacetate (799 mg) , tributylphosphine 
(1.01 ml) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (1.03 g) at room temperature and the 

30 mixture was stirred overnight* The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a . 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio) , 
A mixture of the obtained oily substance, IN aqueous sodium 

35 hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
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ethanol (30 ml) was stirred at room temperature overnight, IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
5 (MgSOJ and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [4~methoxy~3~ 
(3-{3-propyl-l-[5- (trif luoromethyl) -2-pyridinyl] -lH-pyrasol-4~ 
yljpropoxy) phenyl] acetic acid {451 mg r yield 58%). melting 
point: 124-126°C. 
10 Example 81 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}"l-propanol (560 mg) , ethyl 3-{5- 
hydroxy-2-methoxyphenyl)propanoate (441 mg) , tributylphosphine 
(892 jo,L) and tetrahydrofuran (100 mi) was added 1,1'- 
15 azodicarbonyldipiperidine (903 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
20 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (30 ml) , tetrahydrofuran {30 ml) and 
ethanol (30 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was ^ 
25 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and colorless crystals were 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained colorless crystals were 
30 recrystallized from ethyl acetate-hexane to give 3- [2-methoxy- 
5-(3-{3-propyl-l- [5- (trif luoromethyl) ~2-pyridinyl] -IH-pyrazol- 
4-yl}propoxy) phenyl] propanoic acid (407 mg, yield 46%) . 
melting point: 104-106°C. 
Example 82 

3S To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
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pyridyl]-lH~pyrazol-4~yl}-l~propanol {500 mg) , methyl 3-{4- 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (810 mg) at room temperature and the 
5 mixture was stirred overnight- The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
10 hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
15 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3-{3-propyl-l- [5- 
(trif luoromethyl) -2~pyridyl] ~lH-pyrazol-4- 

yl)propoxy) phenyl] propionic acid (650 mg, yield 88%). The 
crystals were recrystallized from ethyl acetate-hexane . 
20 melting point: 118~119 0 C. 
Example 83 

To a mixture of 3-{3-propyl~l~ [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}~l-propanol (500 mg) r methyl 3-<2- 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 

25 and tetrahydrofuran (30 ml) was added 1,1 

azodicarbonyldipiperidine (800 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

30 fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 

35 extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 } and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2- (3-{3-propyl-l- [5- 
<trifluoromethyl)-2-pyridyl]-lH-pyrazol-4- 
5 yDpropoxy) phenyl] propionic acid (420 mg, yield 57%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 87-88°C* 
Exainple 84 

To a mixture of 3-{ 3-propyl-l- [5- (trif luoromethyl) -2- 
10 pyridyl]-lH-pyrazol~4-yl}-l-propanol {500 mg) , methyl 3-{3~ 
hydroxyphenyl) propionate (300 mg) , tributylphosphine (700 mg) 
and tetrahydrofuran {30 ml) was added 1,1 r - 

azodicarbonyldipiperidine {800 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

15 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 

20 (5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate . The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

25 collected by filtration to give 3- [3- (3-{3-propyl-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}propoxy) phenyl 3 propionic acid (520 mg, yield 71%). The 
crystals were recrystallized from ethyl acetate-hexane, 
melting point: 97-98°C. 
30 Example 85 

To a mixture of 3- { 3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}~l-propanol {500 mg) , methyl 3~{4- 
hydroxy~2~methoxyphenyl) propionate (340 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran {30 ml) was added 1,1 f ~ 
35 azodicarbonyldipiperidine (810 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio)* 
5 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

10 washed with saturated aqueous sodium chloride solution, dried 
(MgSCu) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3-{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyrazol~4~yl}propoxy) -2- 
methoxyphenyl] propionic acid (530 mg, yield 67%) . The crystals 

15 were recrystallized from ethyl acetate-hexane . melting point: 
120-121°C. 
Example 86 

To a mixture of 3-{3-propyl-l- [5- {trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4--yl}-l-propanol (510 mg) r methyl 3- (4- 

20 hydroxy-2-inethoxyphenyl) propionate (360 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

25 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

30 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-methoxy-4- (3-{3~propyl-l- 

35 [5- (trif luoromethyl) -2-pyridyl] ~-lH~pyrazol-4-~ 
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yl J propoxy) phenyl] propionic acid (520 rag, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 114-115°C. 
Example 87 

5 To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) ~2- 

pyridyl]~lH~pyrazol~4-yl}~l~propanol (510 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (290 mg) , 
tributylphosphine {680 mg) and tetrahydrofuran (30 ml) was 
added 1 r 1 '-asodicarbonyldipiperidine (860 mg) at room 

10 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane' 
(1:4, volume ratio) > A mixture of the obtained oily substance, 

15 in aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgS0 4 ) and concentrated* The obtained colorless crystals were 
collected by filtration to give [l-methyl-3- (3-{3-propyl-l~[5- 
(trif luoromethyl) ~2-pyridyl]~lH-pyrazol~4~yl }propoxy) -1H- 
pyrazol-4-yl] acetic acid (570 mg f yield 77%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 

25 119-120°C. 
Example 88 

To a mixture of 4-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-4~yl}~l-butanol (500 mg) , methyl 4- 
hydroxyphenylacetate (270 mg) , tributylphosphine (620 mg) and 

30 tetrahydrofuran (30 ml) was added 1,1'- 

asodicarbonyldipiperidine {780 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

35 fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
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A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 

5 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4- (4- {3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

« yl}butoxy) phenyl] acetic acid (410 mg, yield 58%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
121-122°C. 
Example 89 

To a mixture of 4- { 3-propyl-l- [ 5- (trif luoromethyl) -2- 
« pyridyl]-lH-pyrazol-4-yl}-l-butanol (510 mg) , methyl 3- (4- 

hydroxy-2-methoxyphenyl) propionate (330 mg) , tributylphosphine 
(630 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (790 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
20 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction elu ted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
25 (5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
30 collected by filtration to give 3- [2-methoxy-4- (4-{ 3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljbutoxy) phenyl] propionic acid (510 mg, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 91-92 D C. 
35 Example 90 
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To a mixture of 3-{3-propyl-I- [5- (trif luoromethyl) -2- 
pyridyl] ~lH-pyra2;ol-4-yl}-l-propanol (190 mg) , methyl 2- 
fluoro-5-hydroxyphenylacetate {110 mg) , tributylphosphine (250 
mg) and tetrahydrofuran (20 ml) was added 1,1 r ~ 
5 azodicarbonyldipiperidine {310 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 

10 A mixture of the obtained oily substance, IN aqueous sodium 

hydroxide solution {5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

15 washed with saturated aqueous sodium chloride solution , dried 
(MgSOfl) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-f luoro~5~~ (3-{3~propyl-i-[5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl)propoxy) phenyl] acetic acid (220 mg, yield 79%). The 

20 crystals were recrystallized from ethyl acetate-hexane . 
melting point: lll~-112 t> C. 
Example 91 

To a mixture of 3- {3-propyl-l- [5~ (trif luoromethyl) -2- 
pyridyl] -lH~pyrazol-4-yl}--l-~propanol (390 mg) , methyl 4- 

25 f luoro-3-hydroxyphenylacetate (230 mg) , tributylphosphine (510 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (640 mg) at room temperature and the 
mixture was stirred overnight, The reaction solution was 
concentrated. The residue was subjected to silica gel column 

30 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

35 Hydrochloric acid (5 ml) was added and the mixture was 

350 



WO 03/099793 



PCT/JP03/063S9 



extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [4-f luoro-3~ {3- { 3-propyl-l- [5- 
s (trif luoromethyl) -2-pyridyl] -lB~pyrazol-4- 

yl}propoxy) phenyl] acetic acid (220 mg, yield 79%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 88-89°C. 
Example 92 

io to a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 

pyridyl]~lH-pyrazol~4-yl}-l-propanol (500 mg) , ethyl 3- (3- 
hydroxy-5-methoxyphenyl) propionate (380 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
15 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
20 hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and ethanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
% 5 (Mg30 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3«[3-metlxoxy-5- (3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lE~pyrazol*-4~ 
yDpropoxy) phenyl] propionic acid (380 mg, yield 48%). The 
crystals were recrystallized from isopropyl ether-hexane . 
3( > melting point; 98~99°C. 
Exaniple 93 

To a mixture of 3- {3-propy 1-1- [5~ (trif luoromethyl) -2- 
pyridyl]~lH-pyraz;ol~4---yl}~l-propanol (500 mg) r ethyl 3-(3- 
hydroxy-4-methoxyphenyl) propionate (360 mg) , tributylphosphine 
35 (650 mg) and tetrahydrofuran (35 ml) was added 1,1'- 
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azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 

chromatography, and a colorless oil was obtained from a 
5 fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 

(5 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (5 ml) was added and the mixture was 
10 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 

(MgSO*) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4™methoxy-3- (3- {3-propyl-l™ 

[5- (trifluoromethyl) -2-pyridyl] -lH-pyrazol-4- 
15 yl}propoxy) phenyl] propionic acid (280 mg, yield 70%). melting 
point: 147-148°C. 
Example 94 

To a mixture of 3- {3-propyl-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}-l--propanol (650 mg) , methyl 4- 

20 hydroxy-2-methylphenylacetate (390 mg) , tributylphosphine (840 
mg) and tetrahydrofuran (30 ml) was added l,l r - 
azodicarbonyldipiperidine (1050 mg) at room temperature and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

25 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours. IN 

30 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-methyi~4-~ <3-{3-propyl~l~ [5- 

35 (trifluoromethyl) -2-pyridyl] -lH~pyrazol-4- 
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yl}propoxy) phenyl] acetic acid {590 mg r yield 62%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 134-135°C. 
Example 95 

5 To a mixture of 3-{3~propyl~l~ f 5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4™yl}-l-propanol (470 mg) , methyl 4- 
hydroxy~2-methoxyphenylacetate (300 mg) , tributylphosphine 
(610 mg) and tetrahydrofuran {30 ml) was added 1,1'- 
azodicarbonyldipiperidine (760 mg) at room temperature and the 
0 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) r tetrahydrofuran (S ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2-methoxy-4- (3- {3-propyi-l- 
[5- {trif luoromethyl) -2-pyridyl] -lH~pyrazol-~4- 
yl}propoxy) phenyl] acetic acid (580 mg, yield 81%), The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 1 3 5-1 3 6°C. 
Example 96 

To a mixture of 3- {3~propyl~-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}~l-propanol {470 mg) , ethyl 3-(4~ 
hydroxy-3-raethoxyphenyl) propionate (350 mg) , tributylphosphine 
{610 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (760 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
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A mixture of the obtained oily substance , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added, The mixture was extracted 

5 with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution , dried (MgSO*) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [3~methoxy-4- (3-{3-propyl-l- [5- 
{trif luoromethyl) -2-pyridyl] ~lK-~pyrazol-4- 

w yl}propoxy) phenyl] propionic acid (590 mg f yield 80%) . The 
crystals were recrystallized from ethyl acetate-hexane • 
melting point: 126-127°C. 
Example 97 

To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 
15 pyridinyl]-lH~pyrazol~4-yl}-l-propanol (580 mg) , methyl (5- 
hydroxy-2~methoxyphenyl> acetate (400 mg) , tributylphosphine 
(924 |oL) and tetrahydrofuran (90 ml) was added 1,1'- 
asodicarbonyldipiperidine (936 mg) at room temperature and the 
mixture was stirred for 3 days. The reaction solution was 
20 concentrated. The residue was subjected to silica gel column 
chromatography, and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:6, volume 
ratio). A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (30 ml) , tetrahydrofuran (30 ml) and 
25 ethanol (30 ml) was stirred at room temperature overnight. IN 
Hydrochloric acid (30 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained pale-yellow crystals 
30 W ere recrystallized from ethyl acetate-hexane to give [2- 

methoxy-5- (3- { 3-propyl-l- [5- (trif luoromethyl) -2-pyridinyl] -1H~ 
pyrazol-4~yl}propoxy) phenyl] acetic acid (483 mg, yield 55%) as 
colorless crystals, melting point: 135-136°C. 
Example 98 

35 To a mixture of 3- {3~propyl-l- [5- (trif luoromethyl) -2- 
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pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 3-{4- 
hydroxy-2~ethoxyphenyl)propanoate (395 rag), tributylphosphine 
(797 jj.L) and tetrahydrofuran (80 ml) was added 1,1'- 
azodicarbonyldipiperidine (807 mg) at room temperature and the 
s mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
2" solution (30 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (30 ml) was added and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
is concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3~ [2-ethoxy-4- (3- {3-propyl-l- [5- 
(trif luoromethyl) -2-pyridinyl] ~lH-pyrazol-4~ 
yDpropoxy) phenyl] propanoic acid (442 mg, yield 55%) as 
colorless crystals, melting point: 119-120°C. 
20 Example 99 

To a mixture of 3-{3-pheny 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl 3-(4- 
hydroxy~2-ethoxyphenyl)propanoate (260 mg) , tributylphosphine 
(480 pi*) and tetrahydrofuran (30 ml) was added 1,1'- 
25 azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio) . A 
50 mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (30 ml) , tetrahydrofuran (30 ml) and ethanol (30 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (30 ml) was added and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
35 saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [2-ethoxy-4- (3-{3-phenyl-l- [5- 
(trif luororaethyl) -2-pyridinyl] -lH-pyrazol-4- 
yllpropoxy) phenyl] propanoic acid {373 mg f yield 60%) as 
5 colorless crystals, melting point: 135-136°C. 
Example 100 

A mixture of ethyl 2- {3- [3- (3-ethoxy-lH-pyrazol~4- 
yl)propoxy]phenoxy}-2-methylpropanoate (300 mg) , sodium 
hydride (60%, in oil, 63.6 mg) and N,N-diraethylf ormamide (10 
10 ml) was stirred at room temperature for 30 minutes and 

iodocyclopentane (184 p£> was added. After stirring overnight, 
saturated aqueous ammonium chloride solution was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
35 chloride solution, dried (MgS0 4 > and concentrated. A mixture 
of the obtained residue, IN aqueous sodium hydroxide solution 
(25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was 
stirred overnight at room temperature. IN Hydrochloric acid 
(25 ml) was added and the mixture was extracted with ethyl 
20 acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:1, volume ratio). 
25 a mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (645 yfr) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the obtained residue and water 
(25 ml) was added calcium chloride (69.0 rag) dissolved in a 
30 sm all amount of water, and the mixture was stirred overnight 
at room temperature. The resulting white precipitates were 
collected by filtration to give calcium 2-{3-[3-(l- 
cyclopentyl-3-ethoxy-lH-pyrazol-4-yl) propoxy] phenoxy } -2- 
methylpropanoate (256 mg, yield 74%) as amorphous. 
35 1 H-NMR (DMSO-d 6 ) 5: 1-25 (3H, t, J = 6.9 Hz), 1.41 (6H, s) , 
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1.52 - 1.61 (2H, m) , 1.67 - 2.00 (8H, m) , 2.32 - 2.39 (2H r m) , 
3. 83 - 3.90 (2H, m) , 4.09 (2H, q , J - 6 . 9 Hz) , 4 . 34 - 4. 45 
<1H, m) , 6.34 - 6.44 (3H f m) , 6.96 - 7.04 (1H, m) , 7.35 {1H, 

3) . 

^ Example 101 

To a mixture of 3- [3-ethoxy-l~ (2-pyridinyl) -lH-pyrazol~4~ 
yl]-l-propanol (420 mg) , ethyl 2- (3-hydroxyphenoxy) -2- 
methylpropanoate (419 mg) , tributylphosphine (847 p,L) and 
tetrahydrofuran (34 ml) was added 1,1 r - 

10 azodicarbonyldipiperidine (858 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:6, volume ratio). 

15 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature, IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

20 washed with saturated aqueous sodium chloride solution, dried 
(MgS04) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 2~ {3-{3- [3- 
ethoxy-1- (2-pyridinyl) -lH-pyrazol-4-yl]propoxy }phenoxy) -2- 
methylpropanoic acid (291 mg, yield 40%) . melting point: 99- 

25 101°C. 

Exanple 102 

A mixture of ethyl 2~{3-[4- (3~ethoxy~lH~pyrazol~4~ 
yl)butoxy]phenoxy}-2~methylpropanoate (740 mg) , sodium hydride 
(60%, in oil, 90.8 mg) and N,N-dirnethylf ormamide (20 ml) was 

50 stirred at room temperature for 30 minutes and 2-chloro-5- 

( tr if luoromethyl) pyridine (412 mg) was added. After stirring 
the reaction mixture overnight, saturated aqueous ammonium 
chloride solution was added, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 

35 saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:6, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
5 hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

ethanol (25 ml) was stirred at room temperature for 2.5 days. 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
*0 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:1, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (893 pji) , tetrahydrofuran (25 ml) and 
25 ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the obtained residue and water 
(25 ml) was added calcium chloride (90.8 mg) dissolved in a 
small amount of water and the mixture was stirred overnight at 
room temperature. The resulting white precipitates were 
20 collected by filtration to give calcium 2- [3- (4~{ 3-ethoxy-l™ 
[5- (trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl)butoxy)phenoxy3-2-methylpropanoate (394 mg, yield 39%) as 

amorphous . 

1 H-NMR <DMSO-d 6 ) 8: 1-36 (3H, t, J - 7.2 Hz), 1.40 (6H, s) , 
25 1.62 - 1.78 (4H, m) , 2.36 - 2.46 (2H, m) , 3.85 - 3.94 (2H, m) , 
4.31 (2H, q, J - 7.2 Hz), 6.34 - 6.44 (3H, m) , 6.95 - 7.04 
(1H, m) , 7.79 (1H, d, J - 8.7 Hz), 8.20 - 8.27 (1H, m) , 8.32 
(1H, s) , 8.69 - 8.74 (1H, m) . 
Example 103 

30 To a mixture of 3- [3-ethoxy-l- (2-pyridinyl) -lH-pyrazol-4- 

yl]-l-propanol (300 mg) , ethyl 3- (3-hydroxy-l-phenyl-lH- 
pyrazol-5-yl)propanoate (346 mg) , tributylphosphine (603 p.L) 
and tetrahydrofuran (25 ml) was added 1,1'- 

azodicarbonyldipiperidine (611 mg) at room temperature and the 
3$ mixture was stirred overnight. The reaction solution was 
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concentrated. The residue was subjected to silica gel column 
chromatography , and a yellow oily substance was obtained from 
a fraction eluted with ethyl acetate-hexane (l:6 f volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
5 sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
10 (MgSO*) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- (3-{3~ [3- 
ethoxy-1- (2-pyridinyl) -lH~pyrazol-~4-yl]propoxy } -phenyl- 1H- 
pyrazol~5-yi) propanoic acid (483 mg, yield 87%). melting 
point: 156-I57°C. 
5 Example 104 

A mixture of ethyl 3-{3- [4- (3-ethoxy-lH-pyra2ol-»4»» 
yl)butoxy]~l-phenyl-lH-pyrazol"-5-yl}propanoate (900 mg) , 
sodium hydride (60%, in oil, 101 mg) and N r N-dimethylf ormamide 
(20 ml) was stirred at room temperature for 30 minutes. 2- 
0 Chloro-5-(trifluoromethyl) pyridine (459 mg) was added. After 
stirring the obtained mixture overnight, saturated aqueous 
ammonium chloride solution was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. A mixture of the obtained yellow 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give 3~[3-(4-{3~ 
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ethoxy-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazoI-4- 
yl}butoKy)-l-phenyl-lH-pyrazol-5~yl]propanoic acid {640 mg, 
yield 56%) as colorless crystals, melting point: 138-139°C, 
Example 105 
s To a mixture of 3-{3-ethoxy~l- [4- 

{trif luoromethyl) phenyl] -lK-pyrazol»4~yl}-l-propanol (512 rag) , 
ethyl 2- (3~hydroxyphenoxy) -2-rnethylpropanoate {401 mg) , 
tributylphosphine {812 p,L) and tetrahydrofuran {35 ml) was 
added 1 f 1 '-azodicarbonyldipiperidine {823 mg) at room 
10 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated, The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eiuted with ethyl acetate-hexane 
{1:6, volume ratio) . A mixture of the obtained oily substance, 
15 IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
£0 solution, dried (MgS0 4 ) and concentrated. The residue was 

subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eiuted with ethyl acetate- 
hexane (1:1, volume ratio), A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution {995 jiL) , 
25 tetrahydrofuran {25 ml) and ethanol {25 ml) was stirred at 

room temperature for 1 hour and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (110 mg) dissolved in water (5 ml) and the mixture 
was stirred overnight at room temperature. The resulting white 
30 precipitates were collected by filtration to give calcium 2~ 
[3- (3-{3-ethoxy-l- [4- (trif luoromethyl) phenyl] -lH-pyrazol-4~ 
yl}propoxy)phenoxy]-2~methylpropanoate (440 mg, yield 53%) as 
amorphous , 

X H-NMR (DMSO-de) 5: 1-28 - 1.48 <3H, m) , 1.41 (6H, s) , 1.87 -~ 
35 2.08 (2H, m) , 2,41 - 2.56 (2H, m) , 3.86 - 4.00 {2H, m) , 4.20 - 
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4.39 (2H, m), 6.31 - 6.52 <3H, m) , 6.93 - 7.10 (1H, Itt) , 7.69 - 
7.96 {4H, m) , 8.38 (1H, s) . 
Example 106 

To a mixture of 3- t3~ethoxy~l- (2-pyridinyl) -lH-pyrazol-4- 
5 y i]-i-propanol (300 nig) , methyl 3-hydroxyphenylacetate {402 
mg) , tributylphosphine (603 jxL) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (611 mg) at room 
temperature and the mixture was stirred for 3 days. The 
reaction solution was concentrated. The residue was subjected 
10 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
as temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless oil was recrystallized from diisopropyl ether-hexane 
20 to give (3-{3- [3-ethoxy-l- (2-pyridinyl) -lH-pyrazol-4- 

yljpropoxy} phenyl) acetic acid (247 mg, yield 53%) as colorless 
crystals, melting point: 66-67°C. 
Example 107 

A mixture of methyl 3- {2-ethoxy-4- [4- (3-ethoxy-lH- 
25 P yrazol-4-yl)butoxy] phenyl }propanoate (860 mg) , sodium hydride 
(60%, in oil, 106 mg) and N,N-dimethylf ormamide (25 ml) was 
stirred at room temperature for 30 minutes and 2-chloro-5- 
( trifiuorome thy 1) pyridine (479 mg) was added. After stirring 
overnight, saturated aqueous ammonium chloride solution was 

30 added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. A mixture 
of the obtained yellow oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

35 ethanol (25 ml) was stirred overnight at room temperature. IN 
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Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
(MgSOa) and concentrated. The residue was subjected to silica 

5 gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane (1:2, volume 
ratio) ♦ The obtained solid was recrystallized from ethyl 
acetate-hexane to give 3- [2-ethoxy~4~ (4~{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridinyl] -XH-pyrazol-4- 

10 yl}butoxy) phenyl] propanoic acid {718 mg, yield 63%) as 
colorless crystals, melting point: 1Q1-102°C. 
Example 108 

To a mixture of 3- [3~ethoxy--l~ (2-pyridinyl) -lH-pyrazol-4- 
ylj-l-propanol {300 mg) , methyl 3- (2-ethoxy-~4- 
15 hydroxyphenyl)propanoate (298 mg) , tributylphosphine {603 p£) 
and tetrahydrofuran (25 ml) was added 1,1 ' ~ 

assodicarbonyldipiperidine {611 mg) at room temperature and the 
mixture was stirred overnight, The reaction solution was 
concentrated. The residue was subjected to silica gel column 

20 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane {1:6, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol {25 ml) was stirred overnight at room temperature. IN 

25 Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give 3- (2-ethoxy- 

30 4- { 3- [3-ethoxy-l- ( 2~pyridinyl) -lE-pyra2ol-4- 

yljpropoxy} phenyl) propanoic acid (323 mg, yield 61%) ♦ melting 
point: 110~111°C* 
Example 109 

To a mixture of 3- [3-ethoxy-l- (2-pyridinyl) -lK-pyrazol-4- 
35 yl3-l-propanol (300 mg) , ethyl 3- (4~hydroxy-3- 
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methoxyphenyDpropanoa-te (29 8 mg) , tributylphosphine {603 p,L) 
and tetrahydrofuran (25 ml) was added l f l f - 

azodicarbonyldipiperidine (611 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

5 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN .aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

10 ethanol (25 ml) was stirred at room temperature for 5 hours, 
IN Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was , 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

15 recrystallized from ethyl acetate-hexane to give 3-{4-{3-[3- 
ethoxy-1- (2-pyridinyl) -lH-pyrazol~4-ylJpropoxy } -3- 
methoxyphenyl) propanoic acid (416 mg, yield 81%). melting 
point: 92-93*C. 
Example 110 

20 a mixture of ethyl 3-{ 3-ethoxy-l- [4- (3~ethoxy-lH-pyrazol- 

4-yl) butyl] ~lH-pyrazol-4-yl}propanoate (680 mg) , sodium 
hydride (60%, in oil, 86.4 mg) and N,N~dimethylf ormamide (20 
ml) was stirred at room temperature for 30 minutes and 2- 
chloro-5- (trifluoromethyl) pyridine (391 mg) was added. After 

25 stirring the obtained mixture for 7 hours, saturated aqueous 
ammonium chloride solution was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
(MgS0 4 ) and concentrated, A mixture of the obtained yellow 

36 oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (25 ml) was 
added and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 

35 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
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was subjected to silica gel column chromatography,, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution {1.25 
5 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
at room temperature for 1 hour, and concentrated. To a mixture 
of the obtained residue and water (50 ml) was added calcium 
chloride (134 mg) dissolved in a small amount of water and the 
mixture was stirred overnight at room temperature. The 

10 resulting white precipitates were collected by filtration to 
give calcium 3- [3-ethoxy-l- (4-{3-ethoxy-l- [ 5- 
(trif luoromethyl) -2-pyridinyl] ~~lH~pyrazol-4--yl } butyl) -1H- 
pyrasol-4™~yl]propanoate (654 mg, yield 71%) as amorphous. 
X H-NMR (DMSO-d 6 ) 1.22 (3H f t, J « 6.9 Hz), 1.36 (3H, t f J - 

15 6.9 Hz), 1.40 - 1,54 (2H, m) , 1.66 - 1.78 (2H, m) , 2.26 - 2.44 
(4H, m) , 2.46 - 2.58 (2H, m) , 3.69 - 3.78 (2H, ra) , 4.11 (2H, 
q, J - 6.9 Hz) , 4.27 (2H, q, J — 6.9 Hz) , 6.93 (lH r s) , 7.71 
(1H, d, J - 8.4 Hz), 7.79 - 7.85 (1H, m) , 8.05 (1H, s) , 8.44 - 
8.49 (1H, m) . 

20 Example 111 

To a mixture of 3-{3-ethoxy-l~- [4- 
( tr if luoromethyl ) phenyl ] -lR-pyrazol-4-yl }-l~propanol (157 mg) , 
ethyl 3- (3-hydroxy-l-phenyl-lH-pyra2ol-5-yl) propanoate (130 
mg) , tributylphosphine (249 \£L) and tetrahydrofuran (20 ml) was 

25 added 1 , 1 '-azodicarbonyidipiperidine (252 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

30 (1:6, volume ratio) . A mixture of the obtained oily substance r 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 

35 layer was washed with saturated aqueous sodium chloride 
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solution, dried <MgS0 4 > and concentrated. The obtained 
colorless oil was recrystallized from ethyl acetate-hexane to 
give 3- [3- (3-{3-ethoxy-l- [4- (trif luoromethyl) phenyl] -1H- 
pyrazol-4-yl}propoxy) -l-phenyl-lH-pyrazol-5-yl] propanoic acid 
5 (99.5 rag, yield 38%) as colorless crystals, melting point: 
126-127°C. 
Kxample 112 

A mixture of ethyl 3- [2- (benzyloxy) -4- (3-{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
10 y i}propoxy) phenyl 3 propanoate (250 mg) , IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
15 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give 3- [2- 
(benzyloxy) -4- (3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}propoxy) phenyl] propanoic acid (237 

20 m g r yield 99%) as colorless crystals, melting point: 128- 
130°C. 

Example 113 

To a mixture of 3- {3-ethoxy-l- [4- 
<trifluoromethyl)phenyl]-lH-pyrazol-4-yl}-l~propanol (400 mg) , 

25 methyl 3 -hydroxyphenyl acetate (422 mg) , tributylphosphine (633 
[j.L) and tetrahydrofuran (25 ml) was added 1,1'- 
azodicarbonyldipiperidine (641 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

30 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:6, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 5 hours. 

35 in Hydrochloric acid (25 ml) was added and the mixture was 
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extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(Mg30 4 ) and concentrated. The obtained colorless crystals were 
recrystallized from ethyl acetate-hexane to give [3-{3-{3- 
s ethoxy-1- [4- {trif luoromethyl) phenyl] -lH-pyrazol-4- 

yl}propoxy) phenyl] acetic acid (424 mg, yield 74%). melting 
point: 108-109°C. 
Example 114 

To a mixture of 3~{3-ethoxy~l~ [4- 
10 {trif luoromethyl) phenyl] -lH~pyrazol~4~yl }-l-propanol (400 mg) , 
methyl 3- {2-ethoxy-4-hydroxyphenyl) propanoate {314 mg) , 
tributylphosphine {633 joXO and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (641 mg) at room 
temperature and the mixture was stirred overnight. The 
15 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution {25 ml) , tetrahydrofuran (25 
20 ml) and ethanol {25 ml) was stirred at room temperature for 5 
hours* IN Hydrochloric acid {25 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
25 recrystallized from ethyl acetate-hexane to give 3~E2-ethoxy- 
4_ (3-{3-ethoxy-l-[4- (trif luoromethyl) phenyl] ~lH~pyrazol-4- 
yl}propoxy) phenyl] propanoic acid {420 mg, yield 65%) as 
colorless crystals, melting point: 131-132°C. 
Example 115 
30 to a mixture of 3~{3-ethoxy-l~ [4- 

( trif luoromethyl) phenyl] -lH-pyrazol-4-yll-l-propanol (400 mg) , 
ethyl 3- (4~hydroxy-3-methoxyphenyl) propanoate {314 mg) , 
tributylphosphine (633 p.L) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (641 mg) at room 
35 temperature and the mixture was stirred overnight. The 
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reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio). A mixture of the obtained oily substance, 
5 IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol (25 ml) was stirred at room temperature 
for 5 hours. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
to solution, dried (MgS0 4 ) and concentrated. The obtained 

colorless oil was recrystallized from ethyl acetate-hexane to 
give 3- [4- (3~{3~ethoxy-~l~ [4- (trif luoromethyl) phenyl] 
pyrazol-4-yl}propoxy)-3-methoxyphenyl] propanoic acid (423 mg, 
yield 68%) as colorless crystals, melting point: 125-126°C. 
15 Example 116 

To a mixture of ethyl 3- [4- (3-{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~yl}propoxy) -2- 
hydroxyphenyl]propanoate (300 mg) f isopropanol (49.5 jiD , 
tributylphosphine (294 and tetrahydrofuran (15 ml) was 

20 added 1 , 1 '-azodicarbonyidipiperidine (298 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
25 (1:6, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
30 layer was washed with saturated aqueous sodium chloride 

solution, dried (MgS0 4 ) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3~ 
[4- (3-{3-etrioxy-l- [5- (trif luoromethyl) ~2-pyridinyl] -1H- 
pyrazol-4-yl}propoxy)-2-isopropoxyphenyl] propanoic acid (76.0 
35 mg, yield 25%) as colorless crystals* melting point: 104- 
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105°C. 

Example 117 

To a mixture of ethyl 3- [4- (3-{3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl}propoxy) -2- 
s hydroxypbenyllpropanoate (400 mg) , propanol (119 uL) , 

tributylphosphine (393 pi) and tetrahydrofuran (10 ml) was 
added 1 ,l'-azodicarbonyldipiperidine (399 mg) at room 
temperature and the mixture was stirred for 2.5 days. The 
reaction solution was concentrated. The residue was subjected 
" to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (25 ml) r tetrahydrofuran (25 
ml) and ethanol (25 ml) was stirred overnight at room 
« temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO,) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3- 
20 [4_ (3-{3-ethoxy-l- [5- (trif luoromethyl) -2-pyridinyl] -1H- 

pyrazol-4-yl}propoxy)-2-propoxyphenyl ] propanoic acid (259 mg , 
yield 63%) as colorless crystals, melting point: 126-127°C. 
Example 118 

To a mixture of ethyl 3- [4- (3-{3-ethoxy-l- [5- 
25 {trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl}propoxy) -2- 
hydroxyphenyl]propanoate (470 mg) , butanol (170 pL) , 
tributylphosphine (461 pj.) and tetrahydrofuran (20 ml) was 
added l,l'-azodicarbonyldipiperidine (467 mg) at room 
temperature and the mixture was stirred overnight. The 
30 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
35 (25 ml) and ethanol (25 ml) was stirred overnight at room 
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temperature. IN Hydrochloric acid (25 ml) was added and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained white 
5 solid was recrystallized from ethyl acetate-hexane to give 3- 
[2Hbutoxy-4- <3-{3-ethoxy-l- [5~ (trif luoromethyl) -2-pyridinyl] - 
IH-pyrazol™4-yl}propoxy) phenyl] propanoic acid (235 mg f yield 
47%) as colorless crystals, melting point: 123-124°C. 
Exasnple 119 

10 To a mixture of 3- { 3-ethoxy- 1- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrasol-4~yl}-l-propanol (463 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-5-yl) acetate (250 mg) , 
tributylphosphine (728 jjlL) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (764 mg) at room 

15 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio), A mixture of the obtained 

20 oily substance , IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 

25 sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained pale-yellow crystals were recrystallized from ethyl 
acetate-hexane to give [3- (3- {3-ethoxy-l- [5- (trif luoromethyl) - 
2-pyridinyl] -lH-pyrazol-4-yl)propoxy) -l-methyl-lH~pyrazol-5- 
yl] acetic acid (255 mg, yield 39%) as colorless crystals. 
30 melting point: 151-152*C. 
Example 120 

To a mixture of { 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}methanol (250 mg) , methyl 3-(4- 
hydroxy-2-methoxyphenyl) propionate (180 mg) , 
35 triphenylphosphine (280 mg) and tetrahydrofuran (10 ml) was 
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dropwise added a 40% solution (460 mg) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated* The residue was subjected to silica gel column 
5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 

10 hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSOs) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2-methoxy-4- ( {3-propyl-l™ [5- 

15 (trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4- 

yljmethoxy) phenyl] propionic acid (210 mg, yield 53%) . The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 153-154°C. 
Example 121 

20 To a mixture of { 3 -propy 1-1- [5- (trif luoromethyl) -2- 

pyridyl] -lH-pyrazol-4-yl} methanol (410 mg) , ethyl 3-(4- 
hydroxy-2-methylphenyl) propionate (300 mg) , triphenylphosphine 
(450 mg) and tetrahydrofuran (10 ml) was dropwise added a 40% 
solution (750 mg) of diethyl azodicarboxylate in toluene at 

25 room temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 

30 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 mi) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

35 (MgSO^) and concentrated. The obtained colorless crystals were 
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collected by filtration to give 3- [2-methyl-4- ( {3~propyl~l«- [5- 
(trif luoromethyl) ~2~pyridyl] -lH-pyrazol-4~ 

yl}methoxy) phenyl] propionic acid (460 mg, yield 72%). The 
crystals were recrystallized from ethyl acetate-hexane. 
5 melting point: 129-130°C. 
Example 122 

To a mixture of {3-methyl-l- [5- (trif luoromethyl) -2~ 
pyridyl]-lH-pyrazol-4~yl}methanol (220 mg) , methyl 3-<4- 
hy droxy- 2 -me thoxyphenyl) propionate (180 mg) , 

0 triphenylphosphine (260 mg) and tetrahydrofuran (10 ml) was 
dropwise added a 40% solution (450 mg) of diethyl 
azodicarboxylate in toluene at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4 r volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 

0 hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2~methoxy-4- ( {3-methyl-l- [5- 

5 (trifluoromethyl)^2-pyridyl]-lH-pyrazol-4- 

yl}methoxy) phenyl] propionic acid (220 mg, yield 59%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 15 8-159 °C. 
Exainple 123 

1 To a mixture of {3-methyl-l~ [5~ {trif luoromethyl) -2- 
pyridyl]-lH"pyrazol-4-yl}methanol (380 mg) , ethyl 3-(4~ 
hydroxy-2~methylphenyl) propionate (300 mg) , triphenylphosphine 
(450 mg) and tetrahydrofuran (10 ml) was dropwise added a 40% 
solution (450 mg) of diethyl azodicarboxylate in toluene at 

' room temperature and the mixture was stirred overnight. The 
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reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 

5 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

> <MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-methyl-4- ( {3-methyl-l- [5- 
<tr if luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}methoxy) phenyl] propionic acid (380 mg, yield 63%). The 
crystals were recrystallized from ethyl acetate-hexane. 
' melting point: 144-145°C. 
Example 124 

To a mixture of 3~{3-phenyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl 3- 
hydroxyphenylacetate (200 mg) , tributylphosphine (480 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- (3- {3-phenyl-l- [5- (trif luoromethyl) - 
2-pyridyl 3 ~lH-pyrazol-4-yl}propoxy) phenyl] acetic acid (520 mg, 
yield 94%) . The crystals were recrystallized from ethyl 
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acetate-hexane . melting point: 132-133 <;> C. 
Example 125 

To a mixture of 3~{3-phenyl-l- [5~ (trif luoromethyl) -~2~ 
pyridyl]~lH-pyrazol-4-~yl}-l-propanol (420 mg) , ethyl 3-(3- 
5 hydroxy~l~phenyl-lH-pyrazol-5-yl) propionate (320 mg) , 

tributylphosphine. (500 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-phenyl-3- (3- {3-phenyl-~l- 
[5- (trifluoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) -1H- 
pyrazol-5-yl J propionic acid (640 mg, yield 94%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
175-176°C. 
Example 126 

To a mixture of 3-~{ 3-methyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4~yl}-l-propanol (420 mg) , methyl 3- (2- 
ethoxy-4-hydroxyphenyl) propionate (330 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
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(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried <MgS0 4 ) and 
5 concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2-ethoxy-4~ (3- {3-methyl-l- [5- 
{ trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yUpropoxy) phenyl] propionic acid (510 mg, yield 73%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
0 melting point: 129-130°C. 
Example 127 

To a mixture of 3- { 3-methyl-l- [5~ (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l- P ropanol (400 mg) , methyl 3- 
hydroxyphenylacetate (240 mg) , tributylphosphine (600 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction e luted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- (3-{ 3-methyl-l- [5- (trif luoromethyl) - 
2-pyridyl] -lH-pyrazol-4-yl}propoxy) phenyl] acetic acid £550 mg, 
yield 93%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 9 6-97°C. 
Example 128 

To a mixture of 3- {3-methy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (420 mg) , ethyl 3- (3- 
hydroxy~l-phenyl-lH-pyrazol-5-yl) propionate (390 mg) , 
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tributylphosphine (600 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 ' *~azodicarbqnyldipiperidine (750 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
5 to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

(5 ml) and methanol (5 ml) was stirred at room temperature for 
10 5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3- (3-{3-methyl~l~ [5- 
15 (trif luoromethyl) -2-pyridyl] -lH-~pyrazol-4-yl }propoxy) -1- 

phenyl-lH-pyrazol-5-yl] propionic acid (700 mg, yield 95%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 125-126°C. 
Exauqple 129 

20 To a mixture of 3^3 -me thy 1-1- [5- (trif luoromethyl) -2- 

pyridyl]~lH-pyrazol-4-yl}~l~propanol {420 mg) , ethyl 3- (4- 
hydroxy-3-methoxyphenyl) propionate (330 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 

25 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 

30 hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 

35 concentrated. The obtained colorless crystals were collected 
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by filtration to give 3- [3-methoxy-4- (3-{3-methyl-l- [5- 
(trif luoromethyl) ~2-pyridyl J -lH-pyrazol-4- 

yl}propoxy) phenyl] propionic acid (510 mg, yield 75%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
5 melting point: 136*-137°C. 
Example 130 

To a mixture of 3- { 3-methyl»l- [5- (trif luoromethyl) -2- 
pyridyl]~lH~pyrazol~4-yl}-l~-propanol (420 mg) , ethyl 2- (3- 
hydroxyphenoxy)*-2-methylpropionate (340 mg) r tributylphosphine 

0 {600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

5 fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added* The mixture was extracted 

0 with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2 -me thy 1-2™ [3- <3-{3-methyl-l~~ [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

5 yl}propoxy)phenoxy] propionic acid {520 mg, yield 76%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 107~-108°C, 
Example 131 

To a mixture of 3- { 3-ethoxy-l- [ 5- (trif luoromethyl) -2- 
0 pyridyl]~lH-pyrazol-4-yl}-l-propanol (460 mg) , ethyl 3- 
hydroxy-4-methoxyphenylacetate (310 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
? concentrated. The residue was subjected to silica gel column 
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chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 

5 (5 ml) was stirred at room temperature for 5 hours and 13Sf 

hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSOs) and 
concentrated. The obtained colorless crystals were collected 

0 by filtration to give [3- (3-{3~ethoxy-l~- [5- (trif luoromethyl) - 
2-pyridyl] -lH~pyrazol-4~yl }propoxy) -4-methoxyphenyl] acetic 
acid (560 mg, yield 80%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 142-143°C. 
Example 132 

5 To a mixture of 3- {3-ethoxy~l- [5- (trif luoromethyl) -2- 

pyridyl]-lH~pyrazol~4-yl}-l-propanoi (400 mg) , methyl 2- 
hydroxy-5-methoxyphenylacetate (250 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 

0 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 1KT aqueous sodium 

* hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 

? concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3-ethoxy-l- [5- (trif luoromethyl) - 
2-pyridyl] ~lH-~pyrazol-4-yl Jpropoxy) -5-methoxyphenyl] acetic 
acid (560 mg, yield 92%). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 138-139°C. 

' Example 133 
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To a mixture of 3-{3~phenyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}~l-propanol (400 mg) , ethyl 2- (3- 
hydroxyphenoxy)-2-methylpropionate (260 mg) „ tributylphosphine 
(480 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
5 azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO<,) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2-~methyl~2- [3- (3~{3-phenyl-l- [5- 
(trifluoromethyl)-2-pyridyl]-lH~pyrazol-4- 

yl}propoxy)phenoxy] propionic acid (540 mg, yield 80%) . The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 141-142°C. 
Example 134 

To a mixture of 3-{3~phenyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 2- 
hydroxyphenylacetate (240 mg) , tributylphosphine (600 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (750 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
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with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0«) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3-phenyl-l-[5- (trif luoromethyl) - 
5 2-pyridyl ] -lH-pyrazol-4-yllpropoxy) phenyl] acetic acid (510 mg, 
yield 74%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 1 33-13 4°C. 
Example 135 

To a mixture of 3-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
10 pyridyl]-lH-pyrazoi~4-yl}~l-propanol (400 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (220 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (650 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give {3- (3~{3-ethoxy-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -1- 
methyl-lH-pyrazol-4-yl] acetic acid (440 mg, yield 76%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 115-116°C. 
Example 136 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) r methyl (3- 
hydroxy-l-phenyl-lH-pyrazol-4-yl) acetate (300 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 r ~azodicarbonyldipiperidine (650 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
5 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
{5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
10 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-ethoxy-l~ [5- 
(trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4~yl Jpropoxy) -1- 
phenyl-lH~pyrazol-4-yl j acetic acid (580 rag, yield 89%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 117~118°C. 
Example 137 

To a mixture of methyl {2- [4- (3-ethoxy-lH-~pyrazol-4- 
yDbutoxy ] phenyl} acetate (550 mg) , 2-chloro-5- 
(trif luoromethyl) pyridine (300 mg) and N , N-dimethylf ormamide 
(5 ml) was added sodium hydride (60%, in oil, 70 mg) at 0°C, 
and the mixture was stirred overnight at room temperature. The 
reaction mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and 
methanol {5 ml) was stirred at room temperature for 5 hours 
and IN hydrochloric acid (5 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated. The obtained colorless crystals were 
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collected by filtration to give [2- (4-{3-ethoxy-l™ [5~ 
(trifluoromethyl) -2-pyridyI] ~-lH-pyrazol-4~ 

yl}butoxy) phenyl] acetic acid (100 mg, yield 13%). The crystals 
were recrystallised from ethyl acetate-hexane . melting point: 
5 109-110*0. 
Example 138 

A mixture of methyl {2- [4- (3~ethoxy~lH-~pyrazol-4-~ 
yl)butoxy] phenyl} acetate (1.52 g) , 4- 

(trifl*aoromethyl)phenylboric acid (1.74 g), copper (II) acetate 
0 (1.25 g) , pyridine (0.67 ml) and N,N~dimethylf ormamide (20 ml) 
was stirred at room temperature for 3 days. The reaction 
mixture was poured into dilute hydrochloric acid, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution , dried 
5 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:4, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (10 ml) , tetrahydrofuran (10 ml) and 
0 methanol (10 ml) was stirred at room temperature for 1 hour. 
IN Hydrochloric acid (10 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated- A mixture of the obtained oily 
5 substance, IN aqueous sodium hydroxide solution (4 ml) and 
methanol (5 ml) was stirred at room temperature for 30 
minutes. After concentration, water (15 ml) was added. A 
solution of calcium chloride (350 mg) in water (5 ml) was 
slowly added while stirring the mixture at room temperature. 
7 The obtained colorless amorphous was removed by filtration to 
give calcium [2- (4~{3-ethoxy-l~ [4- (trifluoromethyl) phenyl] -1H- 
pyrazol-4~yl}butoxy) phenyl] acetate (830 mg, yield 38%) . 
Example 139 

To a mixture of 3- {3-ethoxy~l- [5~ (trifluoromethyl) -2- 
7 pyridyl]-lH»pyrazol-4-yl}-l-propanol (400 mg) , methyl 5- 
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chloro-2-hydroxyphenylacetate (260 mg) , tributylphosphine (520 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
5 concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [5-~chloro~2- (3-{3~ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (580 mg, yield 94%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 130-131°C. 
Example 140 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3- <2-~ 
hydroxy-5-methoxyphenyl) propionate (290 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The obtained colorless crystals were collected 
by filtration to give 3~ [2- (3-{ 3-ethoxy-l- [5- 
( trif luoromethyl) -2-pyridylJ-lH-pyrazol-4-yl}propoxy) -5- 
methoxyphenyl] propionic acid {470 mg, yield 75%) . The crystals 
5 were recrystallized from ethyl acetate-hexane . melting point: 
104-105°C. 
Example 141 

To a mixture of 3-{3~methyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}~l-propanol (400 mg) , methyl 2- 
0 hydroxyphenylacetate (240 mg) , tributylphosphine (580 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 

' hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3-methyl-l- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyrazol-4~yl}propoxy) phenyl] acetic acid (410 mg, 
yield 70%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 128-129°C. 
Example 142 

To a mixture of 3- { 3-ethoxy-l- [5- (trif luoromethyl) -2 - 
pyridyl]-lH-pyrazol-4-yl}-~l-propanol (300 rag), methyl 2- 
hydroxy-4-methoxyphenylacetate (190 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid {5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (UgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3-{3-ethoxy-l- [5- (trif luoromethyl) - 
2-pyridyl] -lH~~pyrazol--4-~yl }propoxy) -4-methoxyphenyl] acetic 
acid (310 mg r yield 68%) . The crystals were recrystallissed 
from ethyl acetate-hexane . melting point: 147~~148*C. 
Example 143 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2~ 
pyridyl]-lH-pyrazol-4-yl}-l^propanol (300 mg) , ethyl 3~{2- 
hydroxy~4-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanoi 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- (3~{3-et±LOxy-l-[5- 
(trif luoromethyl) -2-pyridyl] -lH~pyrazol-4~yl }propoxy) -4- 
methoxyphenyl] propionic acid (340 mg, yield 73%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
115-116°C. 
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Example 144 

To a mixture of 3-{3~-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (300 mg) f methyl 3~ (2- 
hydroxyphenyl) propionate (180 rag) , tributylphosphine (400 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (.5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0«) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- (3-{3~ethoxy-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yljpropoxy) phenyl] propionic acid (360 mg, yield 82%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 93-94°C. 
Example 145 

To a mixture of 3- (3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}-l-propanol (300 mg) , ethyl 3- (2- 
hydroxy-3-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
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hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl- acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
5 by filtration to give 3- [2- (3-{3-ethoxy-l- [5- 

{ trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4-yl }propoxy) -3- 
methoxyphenyl] propionic acid {360 mg, yield 77%). The crystal: 
were recrystallized from ethyl acetate-hexane . melting point: 
87-88°C. 
0 Example 146 

To a mixture of 3-{ 3-ethoxy-l- [5- {trif luoromethyl) -2~ 
pyridyl]-lH-pyrazol-4-yl}~l-propanol (300 rag), methyl (2- 
hydroxy-3-methoxyphenyl) acetate (200 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
5 azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
3 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
' saturated aqueous sodium chloride solution, dried (MgS0«) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- {3- {3-ethoxy-l- [5- (trif luoromethyl) - 
2-pyridyl] -lH-pyrazol-4-yl }propoxy) -3-methoxyphenyl] acetic 
acid (190 mg, yield 42%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 122-123°C. 
Example 147 

To a mixture of {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}methanol (300 mg) , methyl 3- 
hydroxyphenylacetate (190 mg) , tributylphosphine (430 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 
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azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
5 fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
{5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 

10 with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated, The obtained colorless crystals were collected 
by filtration to give [3- ( {3~propyl-l- [5- (trif luoromethyl) -2- 
pyridyl ] -lH~pyrazol-4~yl Jmethoxy) phenyl] acetic acid (340 mg, 

15 yield 77%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 77~78°C. 
Example 148 

To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol {300 mg) , ethyl 3-(2~~ 

20 hydroxy-6-methoxyphenyl) propionate (220 mg) , tributylphosphine 
(400 mg) and tetrahydrofuran {30 ml) was added 1,1'- 
azodicarbonyldipiperidine (510 mg) at room temperature and the 
mixture was stirred overnight- The reaction solution was 
concentrated. The residue was subjected to silica gel column 

25 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and ethanol 
(5 ml) was stirred at room temperature for 5 hours and IN 

30 hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [2- (3~{3~ethoxy-l- [5- 

35 (trif luoromethyl) -2-pyridyl]~lH~pyrazol~4-yl}propoxy) 
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methoxyphenyl] propionic acid {170 mg r yield 36%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
110-111°C. 
Example 149 

To a mixture of {3 -me thy 1-1- [5- (trif luoromethyl) -2~ 
pyridyl]-lH~pyrazol-4-yl} methanol {300 mg) r methyl 3- 
hydroxyphenylacetate {250 mg) , tributylphosphine (480 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (600 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography , and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and IN 
hydrochloric acid {5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3- { {3-methyl-l- [5- (trif luoromethyl) -2- 
pyridyl] -lH-pyrazol-4-yl Jmethoxy ) phenyl] acetic acid {330 mg, 
yield 72%) . The crystals were recrystallized from ethyl 
acetate-hexane . melting point: 142-143°C. 
Example 150 

To a mixture of 3-{3-ethoxy-l- [5- {trif luoromethyl) -2- 
pyridyl]~lH-pyrazol-4~yl}~l-propanol (400 mg) , ethyl 3-(4-» 
hydroxy-3-methoxyphenyl)propanoate (310 mg) , tributylphosphine 
(530 mg) and tetrahydrofuran (30 ml) was added 1,1 r - 
azodicarbonyldipiperidine {650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
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hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid {2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3-{3~ethoxy~l- [5- 
(trif luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) -3- 
methoxyphenyl] propanoic acid {440 mg, yield 69%) . The crystals 
were recrystallized from isopropyl ether-hexane . melting 
point: 131-132°C. 
Example 151 

A mixture of methyl 3- [2-ethoxy-4- ( 3- {3 -hydroxy- 1- [5- 
{trif luoromethyl) -2-pyridyl J -lH-pyrazol-4- 
yDpropoxy) phenyl] propanoate (500 mg) , IN aqueous sodium 
hydroxide solution (3 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 5 hours and 
concentrated. IN Hydrochloric acid (3 ml) was added and the 
obtained colorless crystals were collected by filtration, 
washed with water and acetonitrile and dried to give 3- [2- 
ethoxy-4- (3-{3-hydroxy-l- [5- (trif luoromethyl) -2~-pyridyl] -1H- 
pyrazol-4~yl}propoxy) phenyl] propanoic acid (470 mg, yield 
97%) . melting point: 192-194°C. 
Example 152 

To a mixture of methyl 3- [2-ethoxy-4- (3- {3-hydroxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yDpropoxy) phenyl] propanoate (600 mg) , methyl iodide (0.11 ml) 
and N,N~dimethylformamide (6 ml) was added sodium hydride 
(60%, in oil, 58 mg) at 0°C and the mixture was stirred at room 
temperature for 2 hours. The reaction mixture was poured into 
water, and extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and colorless 
crystals were obtained from a fraction eluted with ethyl 
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acetate-hexane (1:4, volume ratio), A mixture of the obtained 
crystals, IN aqueous sodium hydroxide solution (1.5 ml), 
tetrahydrofuran {4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (1.5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [2-ethoxy-4- (3-{3-methoxy-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-4-yl}propoxy)phenyl]propanoic acid {350 
mg, yield 58%). The crystals were recrystallized from 
isopropyl ether, melting point: 145™146°C. 
Exaunple 153 

To a mixture of methyl 3- [2~ethoxy~4~ (3~{ 3 -hydroxy™!- 15- 
(trif luoromethyl) -2-pyridyl] -lH~~pyrazoi-4- 

yl}propoxy) phenyl ]propanoate (600 mg) r 1-iodopropane (0.14 ml) 
and N,N- dime thy lformamide (6 ml) was added sodium hydride 
(60%, in oil, 58 mg) at 0°C and the mixture was stirred 
overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
colorless crystals were obtained from a fraction eluted with 
ethyl acetate-hexane (1:5, volume ratio). A mixture of the 
obtained crystals, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid {1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [2-ethoxy-4~ (3-{3~propoxy-l- [5~ (trif luoromethyl) -2- 
pyridyl]~lH~pyrazol-4-yl}propoxy) phenyl] propanoic acid (380 
mg, yield 60%) . The crystals were recrystallized from 
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isopropyl ether, melting point: 112-113°C. 
Example 154 

To a mixture of methyl 3- [2-ethoxy-~4- (3-{3~hydroxy-l- [5- 
(triflTaoromethyl)-2-pyridyl]~lH-pyrazol-4~ 
5 yl}propoxy) phenyl Jpropanoate (600 mg) , 2-propanol (0.15 mi), 
triphenylphosphine (480 mg) and tetrahydrofuran (10 ml) was 
added diisopropyl azodicarboxylate (370 mg) at room 
temperature and the mixture was stirred for 3 hours. The 
reaction solution was concentrated. The residue was subjected 
10 to silica gel column chromatography, and colorless crystals 

were obtained from a fraction eluted with ethyl acetate-hexane 
(1:6, volume ratio) . A mixture of the obtained crystals, IN 
aqueous sodium hydroxide solution {2 ml) , tetrahydrofuran (4 
ml) and methanol (4 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [2-ethoxy-4- (3-{3- 
isopropoxy-1- [5- (trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4- 
yl}propoxy) phenyl ] propanoic acid (520 mg, yield 82%). The 
crystals were recrystallized from isopropyl ether, melting 
point: 128-129°C. 
Example 155 

To a mixture of methyl 3- [2-ethoxy-4- { 3 -{3 -hydroxy- 1- [5- 
(trif luoromethyl) -2-pyridyl] <-lH~-pyrazol-4-~ 

yl}propoxy) phenyl] propanoate (600 mg) , 1-iodobutane (0.17 ml) 
and N,N~dimethylformamide (6 ml) was added sodium hydride 
(60%, in oil, 58 mg) at 0°C and the mixture was stirred 
overnight at room temperature. The reaction mixture was poured 
into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
colorless crystals were obtained from a fraction eluted with 
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ethyl acetate-hexane (1:5, volume ratio) . A mixture of the 
obtained crystals, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran {4 ml) and methanol (4 ml) was stirred at 
room temperature for 5 hours, IN Hydrochloric acid (1.5 ml) 

5 was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgSO*) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [4- (3- {3-butoxy-l- [5- {trif luoromethyl) -2-pyridyl] -1H- 

0 pyrazol-4-yl}propoxy)-2~ethoxyphenyl] propanoic acid {320 rag, 
yield 49%) . The crystals were recrystallized from isopropyl 
ether, melting point: 102-103°C. 
Example 156 

A mixture of methyl 3- [4- {3- {3-benzyloxy-l- [5- 
5 (trif luoromethyl) ~-2-pyridyl] -lH-pyrazol-4-yl }propoxy) -2- 

ethoxyphenyljpropanoate (600 mg) , IN aqueous sodium hydroxide 
solution (1,5 ml), tetrahydrofuran (4 ml) and methanol (4 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (1.5 ml) was added, and the mixture was extracted with 
0 ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgSO*) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [4- (3-{ 3-benzyloxy-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}propoxy) -2- 
5 ethoxyphenyl] propanoic acid (380 mg, yield 65%) . The crystals 
were recrystallized from isopropyl ether, melting point: 106- 
107°C. 

Example 157 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2~ 
> pyridyl]-lH-pyrazol-4--yl}--l~propanol (500 mg) , ethyl 2- (4~ 
hydroxyphenyl)-2-methylpropanoate (370 mg) , tributylphosphine 
{650 mg) and tetrahydrofuran (30 mi) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
' concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio) . 
A mixture of the obtained oily substance, 4M aqueous sodium 
hydroxide solution (1 ml) and methanol (10 ml) was refluxed 
5 for 15 hours. After cooling, IN Hydrochloric acid (5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 2-methyl-2~ [4- (3-{3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}propoxy) phenyl] propanoic acid (250 
mg, yield 54%) . The crystals were recrystallized from hexane. 
melting point: 84-85°C. 
Example 158 

5 To a mixture of 3-{3-ethoxy~l- [5- (trif luoromethyl) ~2- 

pyridyl]-lH-pyrazol-4-yl}~~l-propanol (500 mg) , ethyl 2- (4- 
hydroxyphenyl)-2-methylpropanoate (360 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
hydroxide solution (1 ml) and methanol (10 ml) was refluxed 
for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated to give 2- [4- 
(3-{3-ethoxy-l-[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] -2-methylpropanoic acid (410 mg, yield 84%) 
as a yellow oily substance. 

X H-NMR (CDC1 3 )8: 1.40 (3H, t, J«7 . 1 Hz), 1.58 (6H, s) , 2.08 
<2H, quintet, J-7 . 3 Hz), 2.60 (2H, t, J=7 . 4 Hz), 3.99 (2H, t, 
J=6.2 Hz), 4.34 (2H, q, J=7 . 1 Hz), 6.84-6.89 (2H, m) , 7.28- 
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7.33 <2H, m) , 7.81 (1H, d, J=8 . 8 Hz), 7.90 (1H, dd, J=8.7, 2.3 
Hz), 8.19 (1H, s) , 8.54-8.56 {1H, m) . 
Example 159 

To a mixture of 3~-{3-propyl-l- [5- {trif luoromethyl) -2- 
5 pyridyl]-lH-pyrazol-4~yl}-l~propanol (500 mg) , methyl 2- (3- 
hydroxyphenyl)-2-methylpropanoate (370 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
hydroxide solution (1 ml) and methanol (10 ml) was refluxed 
15 for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2-methyl-2- [3- (3-{3~propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yDpropoxy) phenyl] propanoic acid (320 mg, yield 42%). The 
crystals were recrystallized from hexane. melting point: 82- 
83°C. 

Example 160 

To a mixture of 3- (3-ethoxy-l- [5- (trif luoromethyl) ~2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl 2~{3- 
hydroxyphenyl)-2-methylpropanoate (370 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 4N aqueous sodium 
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hydroxide solution (1 ml) and methanol {10 ml) was refluxed 
for 15 hours. After cooling, IN hydrochloric acid (5 ml) was 
added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
5 saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 2- [3- (3-{3-ethoxy-l- [5- 

(trif luoromethyl) -2-pyridyl ] -lH-pyrazol-4-yl }propoxy) phenyl] - 
2-methylpropanoic acid (420 mg, yield 87%) . The crystals were 
recrystallized from hexane. melting point: 131~132°C. 
Example 161 

A mixture of ethyl 3- [4- (3- {3-ethoxy-l- fS- 
ftrif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl }propoxy) -3- 
hydroxyphenyljpropanoate (500 mg) , IN aqueous sodium hydroxide 
solution (3 ml) , tetrahydrofuran (4 ml) and methanol (4 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (3 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give 3- [4- (3-{3~ethoxy-l~ [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~4-yl}propoxy) -3- 
hydroxyphenyl] propanoic acid (330 mg, yield 75%) . The crystals 
were recrystallized from isopropyl ether, melting point: 124- 
125°C. 

Example 162 

A mixture of ethyl 3- [4- (3- {3-ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}propoxy) -3- 
hydroxypheny!3propanoate (500 mg) , potassium carbonate (160 
mg) , iodoethane (0.3ml) and N,N-dimethylf ormamide (8ml) was 
stirred overnight at room temperature. The reaction mixture 
was poured into water, and extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and 
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colorless crystals were obtained from a fraction eluted with 
ethyl acetate-hexane (1:4, volume ratio). A mixture of the 
obtained crystals, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at 
5 room temperature for 5 hours, IK Hydrochloric acid (1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
10 give 3- [3-ethoxy^4~ (3-{ 3-ethoxy-l- [5- {trif luoromethyl) ~2~ 
pyridyl]"»lH-pyrazol-4-yl}propoxy)phenyl]propanoic acid (370 
mg, yield 75%) . The crystals were recrystallized from 
isopropyl ether-hexane . melting point: 114-115°C. 
Example 163 

15 A mixture of ethyl 3- [4- (3-{3-ethoxy~l- [5- 

(trifluoromethyl)~2-pyridyl]~lH-pyra2ol-4-yl}propoxy)-3- 
hydroxyphenyl]propanoate (500 mg) , potassium carbonate (160 
mg) , 1-iodopropane (0.2 ml) and N, N-dimethylf ormamide (8 ml) 
was stirred overnight at room temperature. The reaction 

20 mixture was poured into water, and extracted with ethyl 

acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and colorless crystals were obtained from a 

?5 fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained crystals, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1,5 ml) was added, and the mixture was 

w extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [4- (3- {3-ethoxy~l- [5- 
( trif luoromethyl) -2-pyridyl] ~lH-pyrazol~4-yl}propoxy) -3- 

r5 propoxyphenyl] propanoic acid (440 mg, yield 86%) . The crystals 
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were recrystallized from isopropyi ether-hexane . melting 
point: 106-107°C, 
Example 164 

To a mixture of ethyl 3- [4~ (3-{ 3-ethoxy-l- [5~ 
5 (trif luoromethyl) ~2-pyridyl] -lH-~pyrazol-4~-yl }propoxy) -3- 
hydroxyphenyl]propanoate (200 mg) , 2-propanol (0.11 ml), 
tributylphosphine (400 mg) and tetrahydrofuran (30 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (500 mg) at room 
temperature and the mixture was stirred overnight. The 
10 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (1,5 ml), tetrahydrofuran 
15 (4 ml) and methanol (4 ml) was stirred at room temperature for 
15 hours. IN Hydrochloric acid (1.5 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
20 colorless crystals were collected by filtration to give 3-£4- 
(3-{3-ethoxy-l- [5- (trif luoromethyl) -2~pyridyl] -lH-pyrazol-4- 
yl}propoxy)-3~isopropoxypheny 1] propanoic acid (320 mg, yield 
62%) . The crystals were recrystallized from isopropyi ether- 
hexane* melting point: 93-94°C. 
25 Exangple 165 

A mixture of ethyl 3- [4- (3-{3~~ethoxy~l- [5- 
( trif luoromethyl) -2-pyridyl] ~lH-pyrazol-4-yl}propoxy) -3- 
hydroxyphenyl]propanoate (500 mg) , potassium carbonate (160 
mg) , 1-iodobutane (0.3 ml) and N,N-dimethylformamide (8 ml) 
30 was stirred overnight at room temperature. The reaction 
mixture was poured into water, and extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
35 chromatography, and colorless crystals were obtained from a 
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fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained crystals, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran {4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
5 IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3~~butoxy~4™ (3-{3-ethoxy~l- 
0 [5- (trif luoromethyl) -2-»pyridyl] -lH-pyrazol~4~ 

yl}propoxy) phenyl] propanoic acid (450 mg, yield 86%). The 
crystals were recrystallized from isopropyl ether-hexane . 
melting point: 92~93°C. 
Example 166 

A mixture of ethyl 3- [3-benzyioxy~4- (3-{3~ethoxy-a^ [5- 
( trif luoromethyl) -2-pyridyl ] -lH-pyrazol-4- 
yl}propoxy) phenyl ]propanoate (665 mg) , IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. XK 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOq) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3-benzyloxy>-4- (3~{3-ethoxy- 
1- [5- (trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] propanoic acid (460 mg, yield 71%). The 
crystals were recrystallized from isopropyl ether, melting 
point: 115-116°C. 
Example 167 

To a mixture of 3- {3-ethoxy^l^ [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol~4-yl}-l-propanol (500 mg) , ethyl 3-(3- 
hydroxy-5-methoxyphenyl)propanoate (380 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
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concentrated. The residue was subjected to silica gel column 
chromatography,, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance r IN aqueous sodium 

5 hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

[Q {MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [5- (3-{3-ethoxy-l~ [5- 
(trifluoromethyl) -2-pyridyl] ~lH~-pyrazol~-4~yl }propoxy) -3- 
methoxyphenyl] propanoic acid (430 mg, yield 55%) . The crystals 
were recrystalli^ed from isopropyl ether-hexane . melting 

5 point: 99-100*C. 
Example 168 

To a mixture of 3~{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridyl]~lH-pyrazol-4~yl}-~l-propanol £500 mg) , methyl 3- 
hydroxy-5-methoxyphenylacetate {345 mg) , tributylphosphine 

0 (650 mg) and tetrahydrofuran {30 ml) was added 1,1'- 

azodicarbonyldipiperidine {810 mg) at room temperature and the 
mixture was stirred overnight'. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

5 fraction eluted with ethyl acetate-hexane {1:4, volume ratio) . 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution {2 ml) , tetrahydrofuran {4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours, IN 
Hydrochloric acid (2 ml) was added and the mixture was 

0 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [5- (3-{3-ethoxy-i- [5- 
( trif luoromethyl) ~-2-pyridyi] -lH-pyrazol~4~yl}propoxy) -3~ 

5 methoxyphenyl] acetic acid (370 mg, yield 49%). The crystals 
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were recrystallized from isopropyl ether, melting point: 125- 
126°C. 

Example 169 

To a mixture of 3-{3-propyl-l- [5- (trif luoromethyl) -2- 
5 pyridyl]-lH-pyrazol-4-yl}~l-propanol (500 mg) , methyl 3- 
hydroxy-5-methoxyphenylacetate (345 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy-5- (3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (410 mg, yield 54%) . The 
crystals were recrystallized from isopropyl ether, melting 
point: 139-140°C. 
Example 170 

To a mixture of 3- {3~benzyloxy-l-[ 5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (9.04 g) , methyl 3-(2~ 
ethoxy-4-hydroxyphenyl)propanoate (6.42 g), triphenylphosphine 
(7.51 g) and tetrahydrofuran (150 ml) was added diisopropyl 
azodicarboxylate (5.79 g) at room temperature and the mixture 
was stirred overnight. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and was obtained from a fraction eluted with ethyl acetate- 
hexane (1:5, volume ratio), methyl 3- [4- (3- {3-benzyloxy-l- fS- 
ftrif luoromethyl) -2-pyridyl] -lH~pyrazol-4-yl }propoxy) -2- 
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ethoxyphenyl]propanoate (13.03 g, yield 94%) as a pale-yellow 
oily substance. 

a H-NMR (CDC1 3 )5: 1.39 <3H, t, J=7 . 0 Hz), 2.08 (2H, quintet, 
J-7.2 Hz), 2.55-2.66 (4H, m) , 2.86 (2H, t, J=7 . 7 Hz), 3.65 
5 (3H, s), 3.93-4.00 (4H, m) , 5.35 (2H, s) , 6.35 (1H, dd, J=8 . 3 , 
2.4 Hz), 6.40 (1H, d, J=2.4 Hz), 7.00 (1H, d, J-8.3 Hz), 7.31- 
7.49 (5H, rn) , 7.84 (1H, d, J-8.B Hz), 7.91-7.95 (1H, m) , 8.22 
(1H, s) , 8.55-8.57 (1H, m) . 
Example 171 

0 A mixture of methyl 3- [4- (3- {3-benzyloxy-l- [5- 

(trif luoromethyl) -2-pyridyl] -lH~pyrazol~4-yl}propoxy) -2- 
ethoxyphenyl] propanoate (12.67 g) , 5% palladium-carbon (1.3 g) 
and ethanol (150 ml) was stirred overnight at room temperature 
under a hydrogen atmosphere. Palladium-carbon was removed by 

5 filtration and the filtrate was concentrated to give methyl 3- 
[2-ethoxy-4- (3-{3~hydroxy-l~ [5- (trif luoromethyl) -2-pyridyl] - 
lH-pyrazol-4-yl}propoxy) phenyl] propanoate as colorless 
crystals, melting point: 147-148°C. 
Example 172 

0 To a mixture of 3- {3-ethoxy-l- [5- (trif luoromethyl) -2- 

pyridyl]-lH-pyrazol-4-yl}-l-propanol (3.00 g) , ethyl 3- (3- 
benzyloxy-4-hydroxyphenyl) propanoate (2.90 g) , 
tributylphosphine (3.84 g) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (4.80 g) at room 

5 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and ethyl 3- [3-benzyloxy- 
4- (3- { 3~ethoxy-l- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] propanoate (4.14 g, yield 73%) was obtained 

' as a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:4, volume ratio). 

1 H— NMR (CDC1 3 )8: 1.22 (3H, t, J-7.1 Hz), 1.40 (3H, t, J=7 . 1 
Hz), 2.13 (2H, quintet, J-6.9 Hz), 2.57 (2H, t, J=7 . 8 Hz), 
2.64 (2H, t, J=7.4 Hz), 2.86 (2H, t, J=7 . 8 Hz), 4.07 (2H, t, 
> J=6.3 Hz), 4.11 (2H, q, J=7 . 1 Hz), 4.35 (2H, q, J-7.1 Hz), 
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5.11 (2H, s) , 6.68 (1H, dd, J-8.2, 1.8 Hz), 6.76 (1H, d, J-2.0 
Hz) , 6.84 (1H, d, J«8,lHz) f 7.27-7.47 (5H, m) , 7.80 (lH r d, 
Hz) , 7.90 (lH r dd, J--8.7, 2.3 Hz), 8.19 (1H, g) , 8.53- 
8.55 (1H, m) . 
5 Example 173 

A mixture of ethyl 3- [3-benzyloxy-4- (3-{3-ethoxy~l-~ [5- 
( trif luoromethyl) ~2-pyridyl J -lH-pyrazoi-4- 

yl}propoxy) phenyl] propanoate (4,14 g) r 5% palladium-carbon 
(0.4 g) f tetrahydrofuran (25 ml) and ethanol {25 ml) was 

10 stirred overnight at room temperature under a hydrogen 

atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and ethyl 3- [4- (3-{3-~ethoxy-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~~4-yl }propoxy) -3- 

15 hydroxyphenyl]propanoate (3.25 g, yield 92%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 
chloroform (1:20, volume ratio), melting point: 92-93*0. 
Example 174 

To a mixture of 3~{3-ethoxy-l~ [5- (trif luoromethyl) -2- 
20 pyridinyl]-lH-pyrasol-4-yl}-l-propanol (2.69 g) , ethyl 3-{2- 
(benzyloxy) -4-hydroxyphenyl] propanoate (2.56 g) , 
tributylphosphine (4.24 ml) and tetrahydrofuran (180 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (4.29 g) at room 
temperature and the mixture was stirred for 3 days. The 
25 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and ethyl 3~[2- 
(benzyloxy) -4- (3-{3-ethoxy-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyra2;ol-4-yl}propoxy) phenyl ]propanoate (2. 79 g, 
yield 55%) was obtained as a white solid from a fraction 
30 eluted with ethyl acetate-hexane (1:6, volume ratio). The 
obtained solid was recrystallized from ethyl acetate-hexane, 
colorless crystal, melting point: 80-81°C. 
Example 175 

A mixture of ethyl 3- [2- (benzyloxy) -4- (3-{3-ethoxy-l-E5- 
35 (trif luoromethyl) -2-pyridinyl]-lH-pyrazol-4- 
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yllpropoxy) phenyl jpropanoate (2.44 g) , 5% palladium-carbon 
(1.00 g) , tetrahydrofuran (25 ml) and ethanol (50 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
5 filtrate was concentrated to give ethyl 3- [4- (3~{3~ethoxy~l~ 
[5~ (trif Inoromethyl) -2-pyridinyl]~lH-pyrazol-4-yl}propoxy) ~2- 
hydroxyphenyljpropanoate (1,63 g, yield 79%) as a colorless 
oil. 

^-NMR (CDCls) 5: 1.23 (3H, t r J - 6.9 Hz) , 1.41 <3H, t, J - 
" 6.9 Hz), 2.01 - 2.12 (2H, m) , 2.54 - 2.62 (2H, m) , 2.64 - 2.71 
(2H, m) , 2.77 - 2.84 (2B, m) , 3.92 - 3.98 (2H, m) , 4.14 (2H r 
q, J - 6.9 Hz), 4.34 {2H, q, J - 6.9 Hz) r 6.40 - 6.48 (2H, m) , 
6.94 (1H, d, J « 8.1 Hz), 7.50 (lH f s) , 7.80 (IB, d, J - 8.7 
Hz), 7.86 - 7.92 (1H, m) , 8.17 {1H, s) , 8.52 - 8.54 (1H, m) . 
15 Example 176 

To a mixture of { 3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyra^ol-4™yl}methanol (400 mg) , methyl (3- 
hydroxyphenyl) acetate (300 mg) , tributylphosphine (570 mg) and 
tetrahydrofuran (30 ml) was added 1 , 1 

azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether {20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3-~{3-isopropyl-l- [5- 
(trif luoromethyl) -2~pyridyl] -lH-pyrazol~4- 
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yljmethoxyphenylacetic acid (380 mg, yield 65%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
114-115°C. 
Example 177 

To a mixture of 3~{3-ethoxy-l-[5~- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 rag) , methyl (6- 
hydroxy-2-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(540 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (670 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [6- (3-{ 3-ethoxy-l- [5- 
( trif luoromethyl) -2-pyridyl j -lH-pyrazol-4-yl }propoxy) -2- 
methoxyphenyl] acetic acid (490 mg, yield 80%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
150-151°C. 
Example 178 

To a mixture of {3-isopropyl-l- [4- 
( trif luoromethyl) phenyl] ~lH-pyrazol-4-yl }methanol (400 mg) , 
methyl (3-hydroxyphenyl) acetate (350 mg) , tributylphosphine 
(570 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (720 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
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residue* The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
5 {1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

10 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give. [3~ ( {3-isopropyi-l- [4- 
(trif luoromethyl) phenyl] -lH-pyrazo 1-4 -yl }methoxy) phenyl] acetic 
acid (360 mg, yield 61%) . The crystals were recrystallized 

15 from ethyl acetate-hexane. melting point: 92-93°C. 
Example 179 

To a mixture of 3- { 3-isopropyl~l- [5- {trif luoromethyl) -2- 
pyridyl]~lH~pyrazol-4-yl}-l-propanol (380 mg) , methyl (2- 
hydroxyphenyl) acetate (210 mg) , tributylphosphine (510 mg) and 

20 tetrahydrofuran (30 ml) was added 1,1 r ~ 

azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 

25 the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

30 (5 ml) and methanol (5 mi) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

35 collected by filtration to give [2- (3-{3-isopropyl-l<~ [5- 
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(trif luoromethyl) -2™pyridyl] »»lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid {440 mg, yield 81%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 132-133°C. 
5 Example 180 

To a mixture of 4- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-'butanol (430 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (260 mg) , tributylphosphine 
{550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

0 azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 

5 silica gel column chromatography,, and a colorless oil was 
obtained from a fraction eluted with, ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) 9 tetrahydrofuran 
{5 ml) and methanol {5 ml) was stirred at room temperature for 

0 5 hours and IN hydrochloric acid {5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (4- {3-isopropy 1-1- [5- 

5 (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}butoxy) -3- 

methoxyphenyl 3 acetic acid (550 mg, yield 85%). The crystals 
were recrystallized from ethyl acetate-hexane , melting point: 
144~145°C, 
Example 181 

7 To a mixture of 3- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 

pyridyl]~lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added l,l r - 
azodicarbonyldipiperidine {69 0 mg) at room temperature and the 

5 mixture was stirred overnight. The reaction solution was 
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concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography r and a colorless oil was 
5 obtained from a fraction eluted with ethyl acetate-hexane 

{1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 nil) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
10 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-isopropyl-*l~ 15- 
(trif luoromethyl) ~2~pyridyl]-lH-pyrazol~4-yl}propoxy) -3~ 
15 methoxyphenyl] acetic acid (460 mg, yield 75%). The crystals 
were re crystallized from ethyl acetate-hexane . melting point: 
142-143<>C. 
Example 182 

To a mixture of 3-{3~ethoxy-l- [4- 
20 (trif luoromethyl) phenyl] -lH-pyrazol-4-yl} -l-propanol (400 mg) , 
methyl (2-hydroxyphenyl) acetate (230 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
25 concentrated and isopropyl ether {20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
30 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
35 washed with saturated aqueous sodium chloride solution, dried 
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(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3- {3-ethoxy-l~ [4- 
( trif luoromethyl) phenyl] -lH~pyrazol-4-yl}propoxy) phenyl] acetic 
acid {430 mg, yield 76%) ♦ The crystals were r eery stalli zed 
from ethyl acetate-hexane. melting point: 114-1 15°C. 
Example 183 

To a mixture of 3~~{3-isopropyl-l- [5^ (trif luoromethyl) 
pyridyl)-lH-pyra2ol-4-yl}-l-propanol (400 mg) , methyl (3~ 
hydroxy~4-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated* The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-isopropyl~l~~ [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~yl }propoxy) -4- 
methoxyphenyl] acetic acid (590 mg, yield 97%). The crystals 
were recrystallized from ethyl acetate-hexane, melting point: 
122-123°C. 
Example 184 

To a mixture of 3-{3-isopropyl-l-[4- 
( trif luoromethyl) phenyl ] ~lH~pyrazol~4-yl}-l-propanol (450 mg) , 
methyl (2-hydroxyphenyl) acetate (250 mg) , tributylphosphine 
(590 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
asodicarbonyldipiperidine {750 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
5 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4 , volume ratio}, A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 12- (3-{3-isopropyl-l~- [4- 
(trifluoromethyl) phenyl] -lH-pyrazol-4-yl}propoxy]phenylacetic 
acid (560 mg, yield 87%). The crystals were recrystallized 
from ethyl ■ acetate-hexane . melting point: 89-90°C. 
Example 185 

To a mixture of 3~~{3-isopropyl-l- [4- 
(trifluoromethyl) phenyl] -lH-pyrazol-4-yl Kl-propanol (500 mg) , 
methyl (2-hydroxy-3-methoxyphenyl) acetate (330 mg) , 
tributylphosphine (650 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (810 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added* The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
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chloride solution, dried (MgSQ 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{3~isopropyl-l-[4- (trif luoromethyl) phenyl] 
pyrazol»~4-yl}propoxy)-3-methoxyphenyl] acetic acid (730 mg, 
5 yield 96%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: li4-115°C, 
Example 186 

To a mixture of 3- {3-ethoxy~l- [5- (trif luoromethyl) -2» 
pyridyl]-lH-pyrasoi-4-yl}^l-propanol (380 mg) r methyl (2~ 
fluoro~3Hhydroxyphenyl) acetate (240 mg) r tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (620 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography,, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSOa) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3~ethoxy-l- tS- 
ttrif luoromethyl) -2~pyridylJ -lH-pyrazol~4-yl}propoxy) -2- 
fluorophenyl] acetic acid (430 mg, yield 75%). The crystals 
were recrystallised from ethyl acetate-hexane* melting point: 
120-121°C. 
Example 187 

To a mixture of {3-cyclohexyl-l- [5- (trif luoromethyl) -2- 
pyridyl3-lH-pyrazol-»4-yl}methanol (380 mg) , methyl (3- 
hydroxyphenyl) acetate (200 mg) r tributylphosphine (490 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 
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azodicarbonyldipiperidine (610 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 mi) was added to the 
residue. The insoluble material was removed by filtration and 
5 the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography , and a colorless oil was 
. obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) f tetrahydrofuran 
10 (5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
15 collected by filtration to give [3- { {3-cyclohexyl-l- [5™ 
(trif luoromethyl) -2-pyridyl} -lH-pyrazol-4~ 
yljmethoxy) phenyl] acetic acid (480 mg, yield 89%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 129~130 ct C. 
20 Example 188 

To a mixture of { 3-cyclohexyl-~l~ [5- {trif luoromethyl) -2- 
py r i dy 1 ]- IH-py razo 1-4 -yl} methanol (430 mg) , methyl (2- 
hydroxyphenyl) acetate (230 mg) , tributylphosphine (530 mg) and 
tetrahydrofuran (30 ml) was added 1,1 
25 azodicarbonyldipiperidine (670 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
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was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- ( {3-cyclohexyl-l- [5- 
5 (trif luoromethyl) -2-pyridyl] ~~lH~-pyrazol-4~- 

yl}rnethoxy) phenyl] acetic acid (310 mg r yield 51%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 131-132°C. 
Example 189 

0 To a mixture of 3-{3~cyclohexy 1-1- [5- (trif luoromethyl) -2- 

pyridyl]-iH-pyrazol~4~yl}-~l-propanol (400 mg) , ethyl 3- (3- 
hydroxy-l~phenyl-lH~pyrazol-5~yl) propionate (300 mg) , 
tributylphosphine {470 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine {590 mg) at room 

5 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 

0 colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:4, volume ratio). A mixture of the obtained 
oily substance , IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and ethanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid {5 ml) was 

5 added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- [3- (3- {3-cyclohexyl-l- [5- {trif luoromethyl) -2-pyridyl]™ 

0 lH-pyrazol-4-yl}propoxy)-l-phenyl-lH-pyrazol-5-yl] propionic 
acid (19 0 mg, yield 30%) . The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 182-183°C, 
Example 190 

To a mixture of {3~cyclohexyl-l^ [5- (trif luoromethyl) -2- 
5 pyridylJ-lH-pyrazol-4~yl}methanol {400 mg) , methyl (3~hydroxy~ 

412 



WO 03/099793 PCT/JP03/06389 

4 -methoxyphenyl) acetate {250 mg) , tributylphosphine (530 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (660 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
5 concentrated and isopropyl ether (20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- ( {3~cyclohexyl-l- [5- 
(trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4-yl }methoxy-4- 
methoxy) phenyl] acetic acid (240 mg, yield 40%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
145-146°C. 
Example 191 

To a mixture of (3-cyclohexyl-l- [5- (trif luoromethyl) -2- 
pyridylJ-lH-pyrazol~4-yl}methanol (400 mg) , methyl 3-{3- 
hydroxyphenyl) propionate (230 mg) , tributylphosphine (520 mg) 
and tetrahydrofuran (30 ml) To a mixture of was added 1,1'- 
azodicarbonyldipiperidine (660 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
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(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
5 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- <3-{3~~cyclohexyl-l~ [5- 
< trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}methoxyphenyl) propionic acid {300 mg, yield 52%). The 
crystals were recrystallized from ethyl acetate-hexane . 
10 melting point: 94-95°C. 
Example 192 

To a mixture of (3-cyclohexyl~l- [5- (trif luoromethyl) -2- 
pyridyl]~lH-pyrazol-4~yl}methanol (400 mg) , ethyl 3-(3- 
hydroxy~l~methyl-lH-pyrazol-5~yl) propionate (250 mg) , 
15 tributylphosphine (510 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and ethanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3- (3- { 3-cyclohexyl-l- [5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazol~4-yl}methoxy-l-methyl-lH-pyrazol~5~yl) } propionic acid 
(380 mg, yield 65%). The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 162-163°C. 
Example 193 
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To a mixture of {3-cyclohexyl-l-{5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}methanol (400 mg) , ethyl 3-(3~ 
bydroxy-l-methyl-lH-pyrazol-4-yl) propionate (250 mg) , 
tributylphosphine (510 mg) and tetrahydrof uran (30 ml) was 

5 added 1 , 1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 

10 was subjected to silica gel column chromatography, and a 

colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml), 
tetrahydrof uran (5 ml) and ethanol (5 ml) was stirred at room 

5 temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give 3-(3-{3-cyclohexyl-l-[ (5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazol-4-yl }methoxy-l-methyl-lH~pyrazol-4-yl) propionic acid 
(410 mg, yield 70%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 143-~144°C. 
Example 194 

To a mixture of 3- { 3- ( 1-methylethyl ) -1- [ 5- 
( trif luoromethyl) -1,3, 4-thiadiazol-2-yl] -lH-pyrazol-4-yl}-l- 
propanol (400 mg) , methyl (2-hydroxy-3-methoxyphenyl) acetate 
(270 mg) , tributylphosphine (510 mg) and tetrahydrof uran (30 
ml) was added 1,1 '-azodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:2, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrof uran 
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(4 ml) and methanol {4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
5 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy-2- (3-{3- (1- 
methylethyl) -l-[5- ( trif luoromethyl) -1,3, 4-thiadiazole-2~yl] - 
lH-pyrazol-4-yl}propoxy) phenyl ] acetic acid (130 mg, yield 
22%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 144-145. 
Example 195 

To a mixture of { 3-cyclohexyl-l~ [5- (trif luoromethyl) -2- 
pyridyi]-lH-pyrazol-4-yl}methanol (400 mg) , ethyl 4-(3- 
hydroxyphenyl)butanoate (260 mg) , tributylphosphine (510 mg) 
and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (640 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml), tetrahydrofuran 
(5 ml) and ethanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 4- (3-{3-cyclohexyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~4- 
yl}methoxyphenyl)butanoic acid (390 mg, yield 65%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 128-129 Q C. 
Example 196 

416 



WO 03/099793 FCT/JP03/06389 

To a mixture of 3-{3-phenyl-i» [5- {trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-4-yl}~l-propanoi (400 rag) , methyl (2- 
hydroxy~3-methoxyphenyl) acetate (240 mg) , tributylphosphine 
(470 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

5 azodicarbonyldipiperidine (590 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 

0 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 

5 5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy~2-~ (3~{ 3-phenyl-l- 

0 [5- {trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 

yl}propoxy)phenylacetic acid (290 mg, yield 50%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
134-135°C. 
Eacan^xie 197 

5 To a mixture of 3- {3-buty 1-1- [5- (trif luoromethyl) ~2~ 

pyridyl3-lH-pyrazol-4~yi}~l-propanol (400 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (250 mg) , tributylphosphine 
(510 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
asodicarbonyldipiperidine (630 mg) at room temperature and the 

3 mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

> obtained from a fraction eluted with ethyl acetate-hexane 
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{1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
{5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid {5 ml) was added. The mixture 
5 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-butyl-l~ [5- 
(trifluoromethyl) -2-pyridyl] -lH~pyrazol-4-yl }propoxy) -3- 
0 methoxyphenyl] acetic acid (420 rag, yield 70%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
121-122°C. 
Example 198 

To a mixture of 3-{3-butyl~"l-[5~ (trif luoromethyl) -2- 
pyridyl]~lH~pyrazol~~4-yl}~l~propanol (400 mg) , methyl {2- 
hydroxyphenyl) acetate (210 mg) , tributylphosphine (510 mg) and 
tetrahydrofuran (30 ml) was added 1,1 r - 

azodicarbonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) r tetrahydrofuran 
{5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3~butyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid {420 mg, yield 75%). The 
crystals were recrystallized from ethyl acetate-hexane . 
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melting point: 106-107°C. 
Example 199 

To a mixture of 3-{3-butyl-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4~yl}-l-propanol (350 mg) , methyl (3- 
5 hydroxy-l-methyl-lH-pyrazol~4-yl) acetate (190 mg) , 

tributylphosphine (450 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
10 was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
15 oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [3~ (3- {3-butyl-l- [5- (trifluoromethyl) -2-pyridyl] -1H- 
pyrazol-4-yl}propoxy) ~l~methyl-lH-pyrazol-4-ylJ acetic acid 
(420 mg, yield 84%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 125-126°C. 
Example 200 

To a mixture of 3- {3-isopropyl-l- [5- (trifluoromethyl) -2 - 
pyridyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (4- 
ethoxy-3-hydroxyphenyl) acetate (340 mg) , tributylphosphine 
(650 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (810 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
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silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated, The obtained colorless crystals were 
collected by filtration to give [4-ethoxy-3- (3- {3-isopropyl~l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid {580 mg, yield 74%) . The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 116-117°C. 
Example 201 

To a mixture of 3- {3-cyclohexyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyra2ol-4-yl}-l-propanol {400 mg) , methyl (4~ 
ethoxy-3~hydroxyphenyl) acetate (250 mg) , tributylphosphine 
(460 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (580 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue* The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a- colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-cyclohexyl~l<- [5- 
( trif luoromethyl) -2-pyridyl] -lH-~pyrazol~4-yl}propoxy) -4- 
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ethoxyphenyl] acetic acid (510 mg, yield 85%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
134-135°C. 
Example 202 

To a mixture of 3-{3-butyl-l- [5- {trif luoromethyl) -2- 
pyridyl]-lB~pyrazol-4-yl}~l-propanol (400 mg) , methyl {4- 
ethoxy~3~hydroxyphenyl) acetate (260 mg) , tributylphosphine 
(510 mg) and tetrahydrofuran {30 ml) was added 1,1'- 
azodicarbonyldipiperidine (630 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated* The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-{3-butyl-l- [5- 
(trif luoromethyl) -2~~pyridyl] -lK-pyrazol-4-yl}propoxy) ~4- 
ethoxyphenyl] acetic acid (510 mg, yield 83%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
105-106°C* 
Example 203 

To a mixture of 3- {3-isopropy 1-1- [5- (trif luoromethyl) ~2~ 
pyridyl]^lH-pyrazol«~4~yl}~l~propanol (400 mg) , methyl (5- 
hydroxy-3 -me thoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine {690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether {20 ml) was added to the 
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residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction e luted with ethyl acetate-hexane 
5 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added . The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

10 washed with saturated aqueous sodium chloride solution, dried 
<MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3- (3-~{3-isopropyl-l- [5- 
(trifluoromethyl) ~2~~pyridyl] -lH~pyrazol-4-yl Jpropoxy) ~5- 
methoxyphenyl ] acetic acid (530 mg, yield 87%). The crystals 

15 were recrystallized from ethyl acetate-hexane * melting point: 
!09-110°C. 
Example 204 

To a mixture of 3~{3~propyl-l- [5- (trifluoromethyl) -2- 
pyridyi3-lH-pyrasol-4»yl}-l-propanol (400 mg) , methyl (4- 

20 ethoxy~3~hydroxyphenyl) acetate (270 mg) r tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'™ 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight, The reaction solution was 
concentrated and isopropyl ether {20 ml) was added to the 

25 residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 

30 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate* The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

35 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
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collected by filtration to give [4-ethoxy-3- (3- (3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetic acid (540 mg, yield 86%). The 
crystals were recrystallized front ethyl acetate-hexane. 
5 melting point: 124-125°C. 
Example 205 

To a mixture of 3- {3-isopropyl-l- [5- (trif luororaethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-4 -me thoxyphenyl) acetate (260 rag) , tributylphosphine 
10 (550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 

15 the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

zo (5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

25 collected by filtration to give [2- (3- {3-isopropyl-l- [5- 
(trifluoromethyl) -2-pyridyl] ~lH-pyrazol-4-yl}propoxy) -4- 
methoxyphenyl] acetic acid (460 mg, yield 75%) . The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
143-144°C. 

30 Example 206 

To a mixture of 3- { 3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-5-methoxyphenyl) acetate (270 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

35 azodicarbonyldipiperidine (690 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
5 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IK hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-isopropyl-l~ [5- 
(trifluoromethyl) -2-pyridyl]~lH-pyrazol-4-yl}propoxy) -5- 
methoxyphenyl ] acetic acid (460 mg, yield 75%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
143-144°C. 
Example 207 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]~lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
fluoro-2-hydroxyphenyl) acetate (240 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction, solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction elu'ted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-f luoro-2~ (3-{3-isopropyl-l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-~pyratsol~<4~ 
5 yl}propoxy) phenyl] acetic acid {560 mg, yield 94%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 140-141°C. 
Example 208 

To a mixture of 3- { 3-isopropyl-l~ [5- {trif luoromethyl) -2- 
0 pyridyl3™lH-pyrazol-»4-yl}-l-propanol (400 mg) , methyl (6- 
hydroxy~2-methoxyphenyl) acetate (260 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
5 concentrated and isopropyl ether (20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

0 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
7 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{3-isopropyl-l~ [5- 
(trif luoromethyl) -2-pyridyl] -lH~pyra!sol-4-yl}propoxy) -6- 
methoxyphenyl] acetic acid (460 mg, yield 75%). The crystals 

1 were recrystallized from ethyl acetate-hexane . melting point: 
183-184*0. 

Example 209 

To a mixture of 3- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-4-yl}~l~propanol (400 mg) , methyl 5- 
' hydroxy-2-methoxyphenylacetate (260 mg) , tributylphosphine 
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(550 mg) and tetrahydrofuran (30 ml) was added 1,1 r ~ 
azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
5 residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 

10 IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

15 (MgSG 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [5- (3-{ 3-isopropyl-l- [5~~ 
(trif luoromethyl) ~2-pyridyl] -lH-pyrazol-4-yl}propoxy) }~~2- 
me thoxyphenyl] acetic acid (510 mg, yield 84%) . The crystals 
were recrystallised from ethyl acetate-hexane. melting point: 

20 127-128*C. 
Example 210 

To a mixture of 3- {3-cyclohexyl-l- [5- {trif luoromethyl) -2- 
pyridyl]~lH-pyrazol~4~yl}-l-propanol (400 mg) , methyl (3- 
fluoro~2~hydroxyphenyl) acetate (220 mg) , tributylphosphine 

25 (460 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (580 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 

30 the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 

35 (5 ml) and methanol (5 ml) was stirred at room temperature for 
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5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSQ 4 ) and concentrated. The obtained colorless crystals were 
5 collected by filtration to give [2- (3-{3-cyclohexyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}propoxy) -3- 
fluorophenyl ] acetic acid (520 mg, yield 91%) . The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
149~150°C. 

10 Example 211 

To a mixture of 3-{ 3-propyl-»l» [5- (trif luoromethyl) -2- 
pyridyl]-lH~pyrazol-~4-yl}-l-propanol (400 mg) r methyl (3- 
f luoro-2-hydroxyphenyl) a'cetate {240 mg) , tributylphosphine 
(550 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

15 azodicarbonyldipiperidine (690 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 

20 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 

25 5 hours and IN hydrochloric acid (5 ml) was added. The mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
{MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3~f luoro-2- {3-{3~~propyl-l- [5- 

30 ( trif luoromethyl ) -2-pyridyl ] -lH-pyrazol-4- 

yllpropoxy) phenyl] acetic acid (510 mg, yield 86%). The 
crystals were recrystallised from ethyl acetate-hexane . 
melting point: 105~106°C. 
Example 212 

35 To a mixture of 3- {3- {1-ethylpropyl) -1- [5- 
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(triflnoroinethYl)^2-pyrIdyl]~-lH-pyrazol-4-yl}^l-propaiiol (400 
mg) , methyl (2-hydroxy-3~methoxyphenyl) acetate (240 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography,, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added* The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3- {3- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2- 
pyridyl] -~lH-pyrazol-4-yl Jpropoxy) -3-methoxyphenyl] acetic acid 
(510 mg, yield 86%) , The crystals were recrystallised from 
ethyl acetate-hexane . melting point: 100-101°C. 
Example 213 

To a mixture of 3-{3- (1-ethylpropyl) -1™ [5- 

(trifluoromethyl)~2^pyridyl]~lH-pyrazol-4^yl}-l~propanol (400 
mg) , methyl { 2 -hydroxy- 3 -me thy lphenyl) acetate (220 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight at 50°C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
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oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3- {3- (l-ethylpropyl)-l^ [5- (trif luoromethyl) -2- 
pyridyl] -lH-pyrazol-4-yl}propoxy) -3~methylphenyl] acetic acid 
(430 mg, yield 75%). The crystals were recrystallized from 
ethyl acetate-hexane > melting point: 1 25-12 6°C. 
Example 214 

To a mixture of 3- {3- (l-ethylpropyl) -1- [5- 
( trif luoromethyl) -2-pyridyl] ~iH~pyrazol~4-~yl}~l~propanol (400 
mg) , methyl {3-f luoro-2-hydroxyphenyl) acetate (220 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{3- (l-ethylpropyl) -1- [5- (trif luoromethyl) -2- 
pyridyl] -lH-pyrazol~4-yl}propoxy) -3-f luorophenyl] acetic acid 
(390 mg, yield 60%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 102-103°C. 
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Example 215 

To a mixture of 3- {3™ (1-ethylpropyl) -1- f 5~ 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol~4-yl }-l-propanol (400 
mg) , methyl (2-hydroxyphenyl) acetate (200 mg) , 
5 tributylphosphine {480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight . The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography , and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:4, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid {5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO*) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{ 3- (1-ethylpropyl) -1- [5- {trif luoromethyl) ~2- 
pyridyl]-lH~pyrazoi~-4-yl}propoxy) phenyl] acetic acid (370 mg, 
yield 66%) . The crystals were recrystallized from ethyl 
acetate-hexane* melting point: 65-6 6°C. 
Example 216 

To a mixture of 3-{3- (1-methylpropyl) -l-[5~ 
( trif luoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 
mg) r methyl ( 2-hydroxy~-3 -me thoxyphenyl) acetate (250 mg) , 
tributylphosphine (500 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-asodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue, The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 

430 



WO 03/099793 PCT/JP03/06389 

colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
5 temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
10 give [3-methoxy~~2- (3-{3- (1-methylpropyl) -1- [5- 
(trif luoromethyl) -2-pyridyi] -lH-pyrazol-4~ 
yljpropoxy) phenyl] acetic acid (510 mg, yield 85%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 117-118°C. 
15 Example 217 

To a mixture of 3- { 1- [3-chloro-5- (trif luoromethyl) -2- 
pyridyl]-3-isopropyl-lH-pyra2ol-4-yl}~l-propanol (500 mg) , 
methyl (2-hydroxy™3-methoxyphenyl) acetate (300 mg) , 
tributylphosphine (600 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (750 mg) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran {5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (Mg30 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [2- (3-{l- [3-chloro-5- (trif luoromethyl) -2-pyridyl] -3- 
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isopropyl-lH~-pyrazol-~4~yl}propoxy) ™3 -me thoxyphenyl] acetic acid 
(610 mg, yield 83%) . The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 96~~97°C. 
Example 218 

5 To a mixture of 3- [1- (5-~bromo~2-pyridyl) -3-isopropyl-iH- 

pyrazol-4-yl]~l-propanol (500 mg) , methyl { 2 -hydroxy- 3- 
me thoxyphenyl) acetate (310 mg) , tributylphosphine (630 nig) and 
tetrahydrofuran (30 ml) was added 1,1 

azodicarbonyldipiperidine (790 mg) at room temperature and the 

10 • mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

15 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours and IN hydrochloric acid (5 ml) was added. The mixture 

20 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2- { 3- f 1- (5-bromo-2~pyridyl) - 
3-isopropyl^lH-pyrazol-4-yl]propoxy}-3-methoxyphenyl) acetic 

25 acid (720 mg, yield 95%). The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 152-153°C. 
Example 219 

To a mixture of 3- {3- (1-methylpropyl) -1- [5- 
(trif luoromethyl) ~2~pyridyl] ~lH-pyrazol~4~yl}~l~propanol (400 
30 mg) , methyl (2-hydroxy~3-raethylphenyl) acetate (230 mg) , 

tributylphosphine {500 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (630 mg) at room 
temperature and the mixture was stirred overnight at 50°C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
35 was added to the residue. The insoluble material was removed 
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by filtration and the filtrate was concentrated, The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:4, volume ratio) . A mixture of the obtained 
5 - oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol {5 ml) was stirred at room 
temperature for 5 hours and IN hydrochloric acid (5 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
0 chloride solution, dried (Mg30 4 ) and concentrated. The 

obtained colorless crystals were collected by filtration to 
give [3-methyl-2- (3- {3- (1-methylpropyl) -1- [5- 
(trif luoromethyl) -2~pyridyl] -lH*-pyrazol~~4- 
yl}propoxy) phenyl] acetic acid (380 mg, yield 66%). The 
5 crystals were recrystallized from ethyl acetate-hexane . 
melting point: 134-135°C. 
Example 220 

To a mixture of 3- {3- (1-methylbutyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazoi-4-yl } -1-propanol (400 
0 mg) , methyl (2-hydroxy~3~methoxyphenyl) acetate (240 mg) , 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
5 was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated* The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
} oily substance, IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
' chloride solution, dried (MgS0 4 ) and concentrated. The 
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obtained colorless crystals were collected by filtration to 
give [3-methoxy-2- {3- {3- (1-methyXbutyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH--pyrazol--4-- 
yDpropoxy) phenyl] acetic acid (480 mg, yield 81%). The 
5 crystals were recrystallized from ethyl acetate-hexane . 
melting point: 107-108°C. 
Example 221 

To a mixture of 3~{3- (1-ethylpropyl) -1- [5- 
(trifluoromethyl)-2-pyridyl]-lE™pyrazol-4»yl}-l^propanol (400 
mg) , methyl (3-ethoxy»2Hhydroxyphenyl) acetate (250 mg) f 
tributylphosphine (480 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (600 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml), 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [3-ethoxy^2~ (3-{3- (1-ethylpropyl) -1- [5- (trif luoromethyl) - 
2-pyridyl]-lH-pyrazol-4-yl}propoxy) phenyl ] ace tic acid (540 mg r 
yield 89%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 83-8 4°C* 
Exaiiple 222 

To a mixture of 3- {3- (1-methylbutyl) -1- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4-yl}~l~propanol (400 
mg) , methyl ( 2 -hydroxy-3-methyiphenyl) acetate (210 mg) , 
tributylphosphine {480 mg) and tetrahydrofuran (30 ml) was 
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added 1 ,1 '-azodicarbonyldipiperidine {600 rag) at room 
temperature and the mixture was stirred overnight at 50°C. The 
reaction solution was concentrated and isopropyl ether (20 ml) 
was added to the residue. The insoluble material was removed 
5 by filtration and the filtrate was concentrated. The residue 
was subjected to silica gel column chromatography, and a 
colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (5 ml), 
10 tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (5 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
15 obtained colorless crystals were collected by filtration to 

give [3-methyl-2- (3-~{3- (1-methylbutyl) -1- [5- (trif luoromethyl) - 
2-pyridyl] -lH-pyrazol-4-yl Jpropoxy) phenyl] acetic acid (360 mg, 
yield 63%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 147-148°C. 
20 Example 223 

To a mixture of 3- [1- (5-chloro-2-pyridyl) -3- (1- 
ethylpropyl)-lH-pyrazol~4-yl]-l~-propanol (670 mg) , methyl (2- 
hydroxy- 3 -me thoxyphenyl) acetate (430 mg) , tributylphosphine 
(910 mg) and tetrahydrofuran (40 ml) was added 1,1'- 
25 azodicarbonyldipiperidine (1.15 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated and isopropyl ether (40 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
30 silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
35 5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
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was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5~chloro-2~pyridyl) - 
5 3- (l~ethylpropyl) -lH-pyrazol-4~yl] propoxy }-3- 

methoxyphenyl) acetic acid (760 mg r yield 74%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
85~86°C. 
Example 224 

10 To a mixture of 3- [1- (5-chloro-2-pyridyl) -3- (1- 

ethylpropyl)-lH»pyrazol"»4-yl3-l"propanol (500 rag) , methyl (2- 
hydroxy»3-methylphenyl) acetate (300 mg) , tributylphosphine 
(660 mg) and tetrahydrofuran (30 ml) was added l,l r ~ 
azodicarbonyldipiperidine (820 mg) at room temperature and the 

15 mixture was stirred overnight at 50°C. The reaction solution 
was concentrated and isopropyl ether (20 ml) was added to the 
residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

20 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol (5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 

25 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2- {3- [1- (5-chloro-2-pyridyl) - 
3- (1-ethylpropyl) -lH-pyrazol-4-yl] propoxy }-3- 

50 methylphenyl) acetic acid (280 mg, yield 46%). The crystals 
were recrystallized from ethyl acetate-hexane . melting point: 
!06~107°C. 
Example 225 

To a mixture of 3- II- (5-chloro-2-pyridyl) -3™ (1- 
ethylpropyl)-lH-pyra2ol-4-yl]-l"»propaxiol (500 mg) , methyl (3- 
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ethoxy-2-hydroxyphenyl) acetate (350 mg) f tributylphosphine 
(660 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
asodicarbonyldipiperidine (820 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

5 concentrated and isopropyl ether {20 ml) was added to the 

residue. The insoluble material was removed by filtration and 
the filtrate was concentrated. The residue was subjected to 
silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

0 (1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (5 ml) , tetrahydrofuran 
(5 ml) and methanol {5 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (5 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 

5 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2~{3- [1- (5~~chloro~2-pyridyl) - 
3- (1-ethylpropyl) -lH-pyrazol-4-yl] propoxy }~3- 
ethoxyphenyl) acetic acid (590 mg, yield 75%). The crystals 

0 were recrystallized from ethyl acetate-hexane. melting point: 
92-93°C. 
Example 226 

To a mixture of 3-{3-isopropyl-l-[5- (trif luoromethyl) -2- 
pyridinyl3-lH-pyrazol~4-yl}»-l-propanol (380 mg) , methyl (3- 

5 ethyl-2-hydroxyphenyl) acetate (240 mg) , tributylphosphine (520 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 

? material was removed by filtration and the filtrate was 

concentrated. Then, the residue was subjected to silica gel 
column chromatography, and was obtained from a fraction eluted 
with ethyl acetate-hexane (1:9, volume ratio), methyl [3- 
ethyl-2- (3^{ 3~isopropyi-l- [5- (trif luoromethyl) -2~pyridinyl] - 

f lH~pyrazol~4-yl}propoxy) phenyl] acetate (400 mg, yield 68%) as 
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a colorless oil, 

X H-NMR <CDC1 3 )S: 1.23 {3H, t, J- 6 . 8 Hz) , 1.35 (6H, d, J-6 . 8 
Hz), 2.12-2.17 (2H, m) , 2.67 (2H, q, J=6 . 8 Hz), 2.74 (2H, t, 
J-8.4 Hz) , 3.00-3.10 (lH,m), 3.68 (2H, s) , 3.68 (3H, s) r 3.87 
5 (2H, t, 4 Hz) r 7.04 (1H, t f J-7.6 Hz), 7.10 (lH f dd, 

J-7.6, 2.0 Hz), 7.15 (1H, dd, J-7 . 6,2.0 Hz), 7.94-7.97 (lH r 
m), 8.04 (lH r d, J-8.8 Hz), 8,33 (1H, s) , 8.60-8.61 <1H, m) , 
Example 227 

A mixture of methyl E3-~ethyl~2- (3- {3-isopropyl-l- [5- 
10 (trif luoromethyl) ~2~pyridinyl] ~lH-pyrazol-4~» 

yljpropoxy) phenyl] acetate (400 mg) , IN aqueous sodium 

hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN 

hydrochloric acid (5 ml) was added. The mixture was extracted 
5 with ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried {MgSG 4 ) and 

concentrated. The obtained colorless crystals were collected 

by filtration to give [3-ethyl-2- (3- {3-isopropyl-l- [5- 

( trif luoromethyl) -2-pyridinyl] -lH~pyrazol-4- 
0 yDpropoxy) phenyl] acetic acid (370 mg, yield 96%). The 

crystals were recrystallized from hexane-ethyl acetate. 

melting point: 155-156°C. 

Example 228 

To a mixture of 3- {3~propyl-l~ [5- (trif luoromethyl) -2- 
5 pyridinyl]-lH-pyrazol--4~yl}~~l-propanol (380 mg) , methyl (3- 
ethyl-2-hydroxyphenyl) acetate (24 0 mg) , tributylphosphine (520 
mg) and tetrahydrofuran {30 ml) was added 1,1 

azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight at 65*C. The reaction solution 

0 was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [ 3~ethyl-2- (3- { 3 -propyl- 1- 
[5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

5 yl}propoxy) phenyl] acetate (490 mg, yield 83%) was obtained as 
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a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

'H-NMR (CDC1 3 )S: 1*03 (3H, t, J-7 • 2 Hz), 1.23 {3H, t r J-7.6 
Hz) , 1.73-1.80 (2H, m) p 2.11-2.17 (2H, m) , 2.64-2.73 (6H,m) , 
5 3.68 (2H, s), 3.68 (3H, s) , 3.86 (2H r t, J-6.4 Hz), 7.04 (1H, 
tr J-7.6 Hz) , 7.11 (1H, dd r J-7.6, 2.0 Hz), 7.15 (1H, dd, 
J-7. 6,2.0 Hz) , 7.96 (lH r dd, J-8.8, 2.0 Hz), 8.02 {IB, d f 
J-8.8 Hz), 8.34 {1H, s) r 8.61 (1H, m) . 
Example 229 

0 A mixture of methyl [3-ethyl-2~ (3-{3-propyi~~l~ [5- 

(trif luoromethyl) ~2-pyridinyl] ~lH-pyrazol--4- 
yl}propoxy) phenyl] acetate {490 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN 

5 hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO^) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-ethyl-2- (3-{3»propyl-l- [5- 

0 (trif luoromethyl) -2-pyridinyl] -lH-pyrazoi-4- 

yl}propoxy) phenyl] acetic acid (450 mg, yield 96%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 146-147°C 
Example 230 

5 To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 

pyridinyl]~lH~pyrazol~4-yl}--l~propanol (570 mg) , methyl (3- 
cyano-2-hydroxyphenyl) acetate (360 mg) , tributyiphosphine (790 
mg) and tetrahydrofuran (40 ml) was added 1,1'- 
azodicarbonyldipiperidine (9 80 mg) at room temperature and the 

o m i x *t ure was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-cyano-2~ (3-{ 3-isopropyl- 

5 1- [5- (trifluoromethyl)"2-pyridinyl]-lH-pyrazol-4™ 
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yljpropoxy) phenyl] acetate (680 mg, yield 75%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

1 H-NMR (CDC1 3 )5: 1-35 (6H, d, J-7.2 Hz), 2.14-2.21 <2H, m) , 
5 2.72-2.76 <2H, m) , 3.03-3.09 (lH,m) , 3.69 (2H r s) , 3.69 (3H r 
s), 4.32 (2H, t, J-6.0 Hz), 7.13 (1H, t, J=7.6 Hz), 7.48 (1H, 
dd r J-7.6, 1.6 Hz), 7.54 (1H, dd r J-7.6 r 1.6 Hz), 7.95 (1H, dd, 
J=8.4,2.8 Hz), 8.04 (1H, d, J=8 . 4 Hz), 8.33 (1H, s) , 8.60-8.61 
(1H, m) . 

Example 231 

A mixture of methyl [3-cyano-2- (3-{3-isopropyl-l- [5- 

(trifluoromethyl) -2-pyridinyl] -lfi-pyrazol-4- 
yDpropoxy) phenyl] acetate (650 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-cyano-2- (3- {3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (590 mg, yield 95%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 144-145°C 
Example 232 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (320 mg) , methyl (3- 
cyano-2-hydroxyphenyl) acetate (200 mg) , tributylphosphine (440 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-cyano-2- (3-{3-propyl-l- 

440 



WO 05/099793 FCT/JP03/06389 

[5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-~ 
yl}propoxy) phenyl] acetate (360 mg, yield 71%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio)* 

5 X H-NMR (CDC1 3 )5: 1-03 (3H r t, J«7.6 Hz), 1.72-1,80 (2H, m) , 
2.12-2.19 (2H, ra) , 2.65 <2H,t, J=8.0 Hz), 2.72 <2H,t, J«8 . 4 
Hz) , 3.69 {2H f s) , 3.70 (3H, s) , 4.31 (2H, t, J-6.0 Hz), 7.13 
(1H, t, J=8.0 Hz) , 7.48 (1H, dd, J-8.0, 1.6 Hz) , 7.53 (1H, dd, 
J-8.0 r 1.6 Hz), 7.96 (1H, dd, J-8 , 4 , 2.0 Hz), 8.02 (1H, d, 

0 J«8.4 Hz), 8.34 (lH r s) r 8.61-8.62 (1H, m) . 
Example 233 

A mixture of methyl [3-cyano-2~ (3~{3-propyl-l- [5- 
( tr if luoromethyl ) -2-py ridinyl ] ~lH~pyrazol-~4~ 
yl}propoxy) phenyl] acetate (330 mg) , 1H aqueous sodium 
5 hydroxide solution (5 ml), tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN ■ 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with, 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
0 concentrated. The obtained colorless crystals were collected 
by filtration to give [3~cyano-2- (3-{3-propyl~l~- [5- 
(trif luoromethyl) -2-pyridinyl] ~lB-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (270 mg, yield 86%). The 
crystals were recrystaliized from hexane-ethyl acetate. 
5 melting point: 146-147°C 
Example 234 

To a mixture of 3™ { 3-isopropyl-l~ [ 5- (trif luoromethyl) -2- 
pyridinyl]~lH-pyrazol-4>-yl}-l-propanol (570 mg) , methyl (3- 
bromo-2-hydroxyphenyl) acetate (460 mg) , tributylphosphine (790 

0 mg) and tetrahydrofuran (40 ml) was added 1,1'- 

azodicarbonyidipiperidine (980 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 

5 concentrated. Then, the residue was subjected to silica gel 
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column chromatography, and methyl [3~bromo-2- (3-{3~isopropyl- 
1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-~4- 
yDpropoxy) phenyl] acetate (750 mg, yield 76%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 

5 hexane (1:9, volume ratio). 

X HHSMR {CDC1 3 )5: 1*35 (6H, d, J-6.8 Hz), 2.14™2.21 {2H r m) , 
2.76 (2H, t, J-8.4 Hz), 2.60-3.10 (lH,m) , 3.69 (3H, s) , 3.71 
<2H, s) , 4.04 {2H, t, J=6.4 Hz), 6,97 (1H, t, J-8.0 Hz), 7.22 
<1H, dd, J**8*0, 1-6 Hz), 7.48 (1H, dd, ^=8.0,1.6 Hz), 7.95' 

0 (1H, dd, J~8. 8,2.0 Hz), 8.04 (IB, d, J-8.8 Hz), 8*34 (1H, s) , 
8.60-8.61 (1H, m) . 
Exaicple 235 

A mixture of methyl £3-bromo-2- (3-{3-isopropyl-~l-~ [5- 
(trif luoromethyl) --2 -py ridinyl ] -lH~pyrazol*-4- 
5 yl}propoxy) phenyl] acetate (700 mg) , IN aqueous sodium 

hydroxide solution. (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours and IN 
hydrochloric acid (5 mi) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
10 saturated aqueous sodium chloride solution, dried (MgSCM and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-bromo-2- {3-{3-isopropyl-l- [5- 
(trif luoromethyl) -2-pyridinyl] -iH-pyrazol~4-» 
yljpropoxy) phenyl] acetic acid (610 mg, yield 89%). The 
5 crystals were recrystallized from hexane-ethyl acetate, 
melting point; 146-147°C 
Example 236 

To a mixture of 3~{3-propyl~l~~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}~l~propanol (430 mg) , methyl (3- 

0 bromo-2-hydroxyphenyl) acetate (340 mg) , tributylphosphine (59 0 
mg) and tetrahydrofuran (40 ml) was added 1,1'- 
azodicarbonyldipiperidine (730 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 

5 material was removed by filtration and the filtrate was 
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concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3-bromo-2- <3-{3-propyl-l- 
[5- (trif luoromethyl) -2-pyridinyl] ~lH-pyrazol-4~ 
yl}propoxy) phenyl] acetate (570 mg, yield 78%) was obtained as 
5 a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

X H-~NMR <CDC1 3 )S: 1.03 (3H, t, J=7 . 6 Hz), 1.72-1.80 <2H, m) , 
2.12-2.20 (2H, m), 2.66 (2H,t, J=8 . 0 Hz), 2.73 (2H,t, J=8.4 
Hz), 3.69 (3H, s), 3.70 (2H r s) , 4.03 (2H, t, J=6.4 Hz), 6.97 
(1H, t, J=7.6 Hz), 7.22 (1H, dd, ff-7.6, 1.6 Hz), 7.48 (1H, dd, 
J-7.6,1.6 Hz), 7.96 (1H, dd, J=8 . 8 , 2.0 Hz), 8.02 (1H, d, 
J=8.8 Hz), 8.34 (1H, s) , 8.61-8.62 (1H, m) . 
Example 237 

A mixture of methyl [3-bromo-2- (3-{3-propyl-l- fS- 
ttrif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yDpropoxy) phenyl] acetate (500 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature 4 hours and IN 
hydrochloric acid (5 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgSO,) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [3-bromo-2- (3-{3-propyl-l~ [5- 
( trif luoromethyl) -2-pyridinyl ] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid (380 mg, yield 78%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 145~146°C 
Example 238 

To a mixture of 3- { 3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl]-l-propanol (430 mg) , methyl (3- 
chloro-2-hydroxyphenyl) acetate (280 mg) , tributylphosphine 
(580 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (730 mg) at room temperature and the 
mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
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material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
column chromatography, and methyl [3~chloro-2~ (3-{3~isopropyl- 
1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
5 yljpropoxy) phenyl] acetate {590 mg, yield 85%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

1 H-NMR (CDC1 3 )6: 1.35 <6H, d, J=6.8 Hz), 2.11-2.30 {2H, m) , 
2.74 (2H, t, J-8.0 Hz), 3.04-3.10 <lH,m) , 3.69 (3H, s) , 3.70 
10 (2H, s) , 4.06 (2H, t, J=6.4 Hz), 7.02 (1H, t, J=8 . 0 Hz), 7.17 
<1H, dd, J=8.0, 1.6 Hz), 7.31 (1H, dd, J-8.0,1.6 Hz), 7.95 
(1H, dd, J=8.8,2.0 Hz), 8.04 (1H, d, J=8 . 8 Hz), 8.33 (1H, s) , 
8.60-8.61 {1H, m) . 
Example 239 

15 A mixture of methyl [3-chloro-2- (3- {3-isopropyl-l- [5- 

{ trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~ 
yl}propoxy) phenyl] acetate (510 mg) , IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

{5 ml) was stirred at room temperature for 4 hours. IN 
20 Hydrochloric acid (5 ml) was added and the mixture was 

extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-chloro-2~ (3-{3-isopropyl-l- 
25 [5~ (trif luoromethyl) -2-pyridinyl ]-lH-pyrazol~4- 

yl}propoxy) phenyl] acetic acid (400 mg, yield 81%) . The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 141-142°C 
Example 240 

30 To a mixture of 3- {3- (1-ethylpropyl) -1- [5- 

{ trif luoromethyl ) ~2-pyr idinyl ] -lH-pyrazol-4-yl } -1-propanol 
(460 mg) r methyl (3-ethyl-2-hydroxyphenyl) acetate (270 mg) , 
tributylphosphine (580 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (730 mg) at room 

35 

temperature and the mixture was stirred overnight at 65°C. The 
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reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then r the residue was subjected 
to silica gel column chromatography, and methyl [3-ethyl-2- (3- 
5 {3- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2-pyridinyl] -1H- 
pyrazol-4-yl}propoxy) phenyl J acetate (510 nig, yield 73%) was 
obtained as a colorless oil from a fraction eluted with ethyl 
acetate-hexane (1:9, volume ratio). 

1 H-NMR (CDC1 3 )S: 0.89 (6H, t, J-7. 2 Hz), 1.24 (3H, t, J=7 . 6 
10 Hz), 1.60-1.88 (4H,m), 2.09-2.16 (2H, m) , 2.50-2.72 (5H, m) , 
3.69 (2H, s), 3.69 (3H, s) , 3.87 (2H f t, J=6 . 0 Hz}, 7.04 (1H, 
t, J=7.6 Hz), 7.11 (1H, dd, J=7.6, 2.0 Hz), 7.15 (1H, dd, 
J-7. 6,2.0 Hz), 7.95 (1H, dd, J-8 . 8,2.4 Hz), 8.04 (1H, d, J-8 . 8 
Hz) , 8.33 (1H, s) , 8.61 (1H, m) . 
15 Example 241 

A mixture of methyl [3-ethyl-2- (3-{3- ( 1 -ethylpropyl ) -1- 
[5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetate (480 mg) , IN aqueous sodium 
hydroxide solution (7 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature 4 hours and IN 
hydrochloric acid (7 ml) was added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained colorless crystals were collected 
25 by filtration to give [3-ethyl-2- (3-{3- (1-ethylpropyl) -1- [5- 
( trif luoromethyl) -2-pyridinyl] -lH~pyrazol-4- 
yl}propoxy) phenyl] acetic acid (350 mg, yield 75%) . The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 130-131°C 
30 Example 242 

To a mixture of 3- [1- (5-chloro-2-pyridinyl) ~3-isopropyl- 
lH-pyrazol-4-yl] -1-propanol (70 mg) , methyl (3-ethyl-2- 
hydroxyphenyl) acetate (50 mg) , tributylphosphine (110 mg) and 
tetrahydrofuran (10 ml) was added 1,1'- 
55 azodicarbonyldipiperidine (140 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
5 column chromatography, and methyl (2- {3- [1- (5-chloro-2- 
pyridinyl ) -3-isopr opyl-lH-pyraz ol-4-yl ] propoxy } -3- 
ethylphenyl) acetate (80 mg, yield 69%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 

a H-NMR (CDC1 3 )8: 1.24 (3H, t, j-7 . 6 Hz), 1.34 (6H, d, J=6 . 8 
Hz), 2.05-2.20 (2H, m) , 2.56-2.80 (4H, m) , 3.04-3.10 (lH,m) , 
3.68 (2H, s), 3.68 (3H, s) , 3.86 (2H, t, J=6 . 4 Hz), 7.04 (1H, 
t, J-7.6 Hz), 7.05-7.16 (2H, m) , 7.71 (1H, dd, J=8.8,2.8 Hz) , 
7.90 (1H, dd, J=8.8,0.8 Hz), 8.24 (1H, s) , 8.29 (1H, m) . 
Example 243 

A mixture of methyl (2-{3- [1- (5-chloro-2-pyridinyl) -3~ 
isopropyl-lH~pyrazol~4~yl]propoxy}-3-ethylphenyl) acetate (80 
mg) , IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran (2 ml) and methanol (2 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSOJ and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2- {3- [1- (5-chloro-2-pyridinyl) -3-isopropyl-lH-pyrazol-~4- 
yl] propoxy} -3-ethylphenyl) acetic acid (50 mg, yield 62%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 142-143°C. 
Example 244 

To a mixture of 3- {3-isopropyl-l- [6- 

(trifluoromethyl)pyridazin-3-yl]-lH-pyrazol-4-yl}-l-propanol 
(300 mg) , methyl (3-ethyl-2-hydroxyphenyl) acetate (190 mg) , 
tributylphosphine (410 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (520 mg) at room 
temperature and the mixture was stirred overnight at 65°C. The 
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reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then, the residue was subjected 
to silica gel column chromatography, and methyl [3-ethyl-2- (3- 
5 {3-isopropyl-l- [6- (trif luoromethyl) pyridazin-3-yl] -iH-pyrazol- 
4-yl}propoxy) phenyl] acetate (250 mg, yield 53%) was obtained 
as a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

1 H— NMR (CDC1 3 )5: 1.24 (3H, t, J-7 . 6 Hz), 1.35 (6H, d, J=6 . 8 
Hz), 2.10-2.19 (2H, m) , 2.65-2.72 (2H, m) , 2.77 (2H, q, J=7 . 6 
Hz), 3.05-3.11 (lH,m) , 3.68 (2H, s), 3.69 (3H, s) , 3.89 (2H, 
t, J=6.0 Hz), 7.05 (1H, t, J=7.6 Hz), 7.11 (1H, dd, J-7 . 6 , 1.6 
Hz), 7.15 (1H, dd, J-7.6,1.6 Hz), 7.84 (1H, d, J=9 . 2 Hz), 8.30 
(1H, d, J=9.2 Hz), 8.55 (1H, s) . 
Example 245 

A mixture of methyl [3~ethyl-2- (3- {3-isopropyl-l- [ 6- 
( trif luoromethyl) pyridazin-3-yl] -lH-pyrazol-4~ 
yljpropoxy) phenyl] acetate (220 mg) , IN aqueous sodium 
hydroxide solution (7 ml) , tetrahydrofuran (5 ml) and methanol 
(5 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (7 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-ethyl-2- (3-{ 3-isopropyl-l- 
16- (trif luoromethyl) pyridazin-3-yl] -lH~pyrazol~4- 
yl}propoxy) phenyl] acetic acid (140 mg, yield 67%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 126-127 S 'C. 
Example 246 

To a mixture of 3- [1- (5-foromo-2-pyridinyl) -3-isopropyl- 
lH-pyrazol-4~yl]-l-propanol (250 mg) , methyl (3-ethyl-2- 
hydroxyphenyl) acetate (150 mg) , tributylphosphine (330 mg) and 
tetrahydrofuran (20 ml) was added 1,1'- 

azodicarbonyldipiperidine (410 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by .filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
5 column chromatography, and methyl (2~{3-[l- (5-bromo-2- 
py ridiny 1 ) -3 -i sopr opy 1~ lH-py ra z ol-4-y 1 J pr opoxy } -3 - 
ethylphenyl) acetate (210 mg, yield 54%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 
0 1 H— NMR (CDC1 3 )S: 1.24 (3H, t, J=7 . 6 Hz) , 1.34 (6H, d, J=7 . 2 
Hz), 2.05-2.17 (2H, m) , 2.64-2.74 (4H, m) , 3.02-3.09 (1H, m) , 
3.68 (2H, s), 3.68 <3H, s) , 3.86 (2H, t, J=6 . 4 Hz), 7.04 (1H, 
t, J=7.6 Hz), 7.10 (1H, dd, J=7.6,1.6 Hz), 7.15 <1H, dd, 
J=7,6,1.6 Hz), 7.84-7.85 (2H, m) , 8.24 (1H, s) , 8.38-8.39 (1H, 
m) . 

Example 247 

A mixture of methyl (2-{3- [1- {5-bromo-2-pyridinyl) -3- 

isopropyl-lH-pyrazol-4-yl]propoxy}-3-ethylphenyl) acetate (190 
mg) , IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran (2 ml) and methanol (2 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2-{3- [1- (5-bromo-2-pyridinyl) -3-isopropyl-lH-pyrazol-4~ 
y l]pr opoxy }~3 -ethylphenyl) acetic acid (140 mg, yield 76%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 152°C. 
Example 248 

To a mixture of 3-{l- [3-chloro-5- (trif luoromethyl) -2- 
pyridinyl]-3-isopropyl-lH-pyrazol-4-yl}-i- P ropanol (250 mg) , 
methyl (3-ethyl-2~hydroxyphenyl) acetate (140 mg) , 
tributylphosphine (310 mg) and tetrahydrofuran (20 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (390 mg) at room 
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temperature and the mixture was stirred overnight at 65°C. The 
reaction solution was concentrated and isopropyl ether was 
added. The insoluble material was removed by filtration and 
the filtrate was concentrated. Then, the residue was subjected 
5 to silica gel column chromatography, and methyl [2-(3-{l-[3- 
chloro-5- (trifluoromethyl) -2-pyridinyl J -3-isopropyl-lH- 
pyrazol-4-yl}propoxy)-3-ethylphenyl ] acetate {180 mg, yield 
48%) was obtained as a colorless oil from a fraction eluted 
with ethyl acetate-hexane {1:9, volume ratio). 
10 1 H— NMR <CDC1 3 )S: 1.24 (3H, t, J=7 . 6 Hz), 1.37 (6H, d, J=7.2 
Hz), 2.02-2.18 (2H, m) , 2.64-2.77 {4H, m) , 3.06-3.12 (1H, m) , 
3.68 (2H, s), 3.68 (3H, s) , 3.88 (2H, t, J=6.4 Hz), 7.05 (1H, 
t, J=7.6 Hz), 7.10-7.12 (1H, m) , 7.15 (1H, dd, J-7.6,2.0 Hz), 
8.08 (2H, m) , 8.62 (1H, m) . 
15 Example 249 

A mixture of methyl [2- {3-{l- [3-chloro-5- 
( trifluoromethyl) -2-pyridinyl] -3~isopropyl-lH-pyrazol-4- 
yl}propoxy)-3-ethylphenyl] acetate (160 mg),lN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran {2 ml) and methanol 
20 {2 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
25 collected by filtration to give [2- (3-{l- [3-chloro-5- 

(trif luoromethyl) -2-pyridinyl] -3-i sopropyl-lH-pyrazol-4- 
yl)propoxy) -3 -ethylpheny 1 ] acetic acid {90 mg, yield 58%). The 
crystals were recrystallized from hexane-ethyl acetate, 
melting point: 93~95°C. 
50 Example 250 

To a mixture of 3- [1- (3 , 5~dichloro~2-pyridinyl) -3- 
isopropyl-iH-pyrazol-4-ylJ-l-propanol (250 mg) , methyl (3- 
ethyl~2-hydroxyphenyl) acetate (160 mg) , tributylphosphine (340 
mg) and tetrahydrofuran (20 ml) was added 1,1'- 
azodicarbonyldipiperidine (430 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 
5 column chromatography, and methyl (2-{3- [1- (3,5-dichlo"ro-2- 
pyridinyl)-3-isopropyl-lH-pyrazol-4-yl]propoxy}-3- 
ethylphenyl) acetate (260 mg, yield 67%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio) . 

« ^-NMR (CDC1 3 )6: 1.23 (3H, t, J=7 . 6 Hz), 1.36 (6H, d, J=6 . 8 
Hz), 2.10-2.16 (2H, m) , 2.67 (2H, q, J=7.6 Hz), 2.74 (2H, t, 
J=8.4 Hz), 3.06-3.13 (1H, m) , 3.68 (2H, s) , 3.68 (3H, s) , 3.87 
(2H, t, J=6.4 Hz), 7.04 (1H, t, J-7 . 6 Hz), 7.11 (1H, dd, 
J-7.6,1.6 Hz), 7.15 (1H, dd, J=7.6,1.6 Hz), 7.87 (1H, d, J-2.4 

15 Hz), 7. 89 (1H, s) , 8.35-8.36 (1H, m) . 
Example 251 

A mixture of methyl (2-{3- [1- (3 , 5-dichloro-2-pyridinyl) - 
3-isopropyl-lH-pyrazol-4-yl ] propoxy } ~3-ethylphenyl) acetate 
(230 mg) , IN aqueous sodium hydroxide solution (3 ml) , 

20 tetrahydrofuran (3 ml) and methanol (3 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (3 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 

25 obtained colorless crystals were collected by filtration to 
give (2- {3- [1- (3 ,5-dichloro-2-pyridinyl) -3-isopropyl-lH- 
pyraz ol-4-yl] propoxy }-3-ethylphenyl) acetic acid (180 mg, yield 
81%) . The crystals were recrystallized from hexane-ethyl 
acetate, melting point: 93-9 5°C. 

30 Example 252 

To a mixture of 3- [1- (5-chloro-2-pyridinyl) -3- (1- 
ethylpropyl)-lH-pyrazol-4-yl]-l-propanol (530 mg) , methyl (3- 
ethyl-2-hydroxyphenyl) acetate (340 mg) , tributylphosphine (740 
mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (920 mg) at room temperature and the 
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mixture was stirred overnight at 65°C. The reaction solution 
was concentrated and isopropyl ether was added. The insoluble 
material was removed by filtration and the filtrate was 
concentrated. Then, the residue was subjected to silica gel 

5 column chromatography, and methyl (2-{3- [1- (5-chloro-2- 
pyridinyl) -3- ( 1-ethylpropyl ) ™lH-pyrazol-4-yl]propoxy }-3~ 
ethylphenyl) acetate (440 rag, yield 53%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 

10 l H-NMR (CDC1 3 )5: 0.88 (6H, t, J=7 . 6 Hz), 1.23 (3H, t, J=7.6 
Hz), 1.70-1.79 (4H, m), 2.10-2.13 <2H, m) , 2.55-2.71 (5H, m) , 
3.68 <2H, s) , 3.68 (3H, s) , 3.86 (2H, t, J=6 . 4 Hz), 7.04 (1H, 
t, J=7.6 Hz), 7.12 (1H, dd, J=7.6, 2.0 Hz), 7.15 (1H, dd, 
J=7. 6,2.0 Hz), 7.70 {1H, dd, J=8 . 8,2.4 Hz), 7.89 (1H, dd, 

5 J=8.8,0.4 Hz), 8.24 (1H, s) , 8.29-8.30 (1H, m) . 
Example 253 

A mixture of methyl (2- {3- [1- (S-chloro-2-pyridinyl) -3- (1- 
ethylpropyl) -lH-pyrazol-4-yl3propoxy}-3-ethylphenyl) acetate 
(440 mg) , IN aqueous sodium hydroxide solution (3 ml) , 
tetrahydrofuran (3 ml) and methanol (3 ml) was stirred at room 
temperature for 4 hours. IN Hydrochloric acid (3 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2-{3- [1- (5~chloro~2-pyridinyl) -3- (1-ethylpropyl) -1H- 
pyrazol-4-yl]propoxy}-3-ethylphenyl) acetic acid (300 mg, yield 
70%) . The crystals were recrystallized from hexane-ethyl 
acetate, melting point: 114-115°C 
Example 254 

To a solution of 4~propyl-3- (3- (3-propyl-l- [5- 
(trifluoromethyl) -2-pyridyl]-lH-pyrazol-4-yl}propoxy) -1H- 
pyrazole (400 mg) in N,N-dimethylf ormamide (6 ml) was added 
sodium hydride (60%, in oil, 46 mg) at 0°C and the mixture was 
stirred at room temperature for 15 minutes. Bromomethyl 
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acetate {0.10 ml) was added at 0°C and the mixture was stirred 
at room temperature for 1 hour. The reaction mixture was 
poured into water, and extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
5 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and white 
crystals were obtained from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). A mixture of the obtained 
crystal, IN aqueous sodium hydroxide solution {1.5 ml), 

20 tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature 5 hours. IN Hydrochloric acid (1.5 ml) was added, 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 

15 obtained colorless crystals were collected by filtration to 
give [4-propyl-3~~ (3-{3-propyl-l- [5™ (trif luoromethyl) -2- 
pyf idyl] -lH-pyrazol-4-yl}propoxy) -IH-pyrazol-l-yl] acetic acid 
{310 mg, yield 69%) . The crystals were recrystallized from 
ethyl acetate-hexane . melting point: 138-139 D C. 

20 Example 255 

To a solution of 3- (3- { 3-ethoxy-l- [5- (trif luoromethyl) ~2- 
pyridyl] -!H-pyrazol-4-yl)propoxy) -4-propyl-lH-pyrazole (400 
mg) in N,N-dimethylformamide (6 ml) was added sodium hydride 
(60%, in oil, 46 mg) at 0°C and the mixture was stirred at room 

25 temperature for 15 minutes. Bromomethyl acetate (0.10 ml) was 
added at 0°C and the mixture was stirred at room temperature 
for 1 hour. The reaction mixture was poured into water, and 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

30 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and white crystals were obtained 
from a fraction eluted with ethyl acetate-hexane (1:2, volume 
ratio) . A mixture of the obtained crystal, IN aqueous sodium 
hydroxide solution {1.5 ml), tetrahydrofuran (4 ml) and 

35 methanol (4 ml) was stirred at room temperature 5 hours. IN 
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Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO a ) and concentrated. The obtained colorless crystals were 

5 collected by filtration to give [3- (3~{3-ethoxy-l- [5- 
(trifluoromethyl) -2-pyridyl] -lH~pyrazol-4-yl}propoxy) -4- 
propyl-lH-pyrazol-l-yl] acetic acid (330 mg, yield 72%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 134-135°C. 

0 Example 256 

To a mixture of 3- {3-propyl~l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-(l- 
cyclohexyl~3-hydroxy-lH-pyrazol-5-yl)propanoate (370 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml), tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-cyclohexyl-3- (3- {3- 
propyl-1- [5- (trifluoromethyl) -2-pyridyl] -lH-~pyrazol-4~ 
yl}propoxy)-lH-pyrazol-5-yl] propanoic acid (240 mg, yield 
35%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 164-165°C. 
Example 257 

To a mixture of 3- {3-ethoxy-l- [5- (trifluoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-(i- 
cyclohexyl-3-hydroxy-lH-pyrazol-5-yl) P ropanoate (370 mg) , 
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tributylphosphine (520 rag) and tetrahydrofuran (30 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
5 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 

10 5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3-[l-cyclohexyl-~3-(3-{3- 

15 ethoxy-1- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol-5-yl] propanoic acid (270 mg, yield 
40%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 89-9 0°C. 
Example 258 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) ~2- 
pyridyl3-lH-pyrazol-4~yl}-l-propanol (230 mg) , ethyl (2- 
fluoro-3-hydroxyphenyl) acetate (140 mg) , tributylphosphine 
(280 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (350 mg) at room temperature and the 

25 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 

30 hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 

methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

35 (MgS0 4 ) and concentrated. The obtained colorless crystals were 
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collected by filtration to give [2-f luoro-3- (3- {3-propyl-l- [5- 
( trif luoromethyl) -2-pyridyl] -lH-pyrazol-4~ 
yl]propoxy) phenyl] acetic acid (220 mg, yield 68%). The 
crystals were recrystallized from ethyl acetate-hexane. 
5 melting point: 109-110°C. 
Example 259 

To a mixture of 3- { 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridyl]~lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (310 mg) , tributylphosphine 
5 (640 mg) and tetrahydrofuran (35 ml) was added 1,1'- 

azodicarbonyldipiperidine (800 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 .5 ml) , tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (2.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy~2- (3- {3-propyl~l- 
[5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetic acid (590 mg, yield 78%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 122-123°C. 
Example 260 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2~ 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (620 mg) , methyl (3- 
ethoxy-2-hydroxyphenyl> acetate (420 mg) , tributylphosphine 
(800 mg) and tetrahydrofuran (35 ml) was added 1,1'- 
azodicarbonyldipiperidine (1.00 g) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
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chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (3 ml) , tetrahydrofuran (4 ml) and methanol 
5 (4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (3 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 

10 collected by filtration to give [3-ethoxy-2- <3-{ 3-propyl-l- [5- 
(trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yljpropoxy) phenyl] acetic acid {880 mg, yield 90%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 133-134°C. 

15 Example 261 

To a mixture of 3- {3-cyclohexy 1-1- [5- (tr if luoromethyl) ~2- 
pyridyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3-(l- 
cyclohexyl-3-hydroxy-lH-pyrazol-5-yl)propanoate (300 mg) , 
tributylphosphine (460 mg) and tetrahydrofuran (30 ml) was 
20 added 1 , 1 '-azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
25 (1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
30 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [l-cyclohexyl-3- (3-{3- 
cyclohexyl-1- [5- (trif luoromethyl) -2-pyridyl] -lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol-5-yl] propanoic acid (300 mg, yield 
46%) . The crystals were recrystallized from ethyl acetate- 
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hexane. melting point: 190~191°C. 
Example 262 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridyl]~lH~pyrazol-4~yl}^l-propanol (400 mg) , ethyl 3-{l~ 
5 cyclohexyl-3-hydroxy-lH-pyrazol-5»yl)propanoate (340 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran {30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (650 rng) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio).. A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours, IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSQ 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [i-cyclohexyl~3- {3~{3~~ 
isopropyi-l-[5- (tr if luoromethyl) -2-pyridyl] --lH-pyrazol-~4~ 
yl}propoxy)-~lH-pyrazol-5-yl] propanoic acid {230 mg, yield 
34%) . The crystals were recrystallized from ethyl acetate- 
hexane. melting point: 166-167°C. 
Example 263 

To a mixture of 3- {3~isopropyl~l- [5- (trif luoromethyl) -2- 
pyridyl]-lH-pyrazol-4-yl}-~l-propanol (350 mg) , ■ ethyl 3-[3- 
hydroxy~l~isopropyl-lH-pyrazol-5-yi]propanoate (250 mg) , 
tributylphosphine (440 mg) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (560 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (1 ml) , tetrahydrofuran 
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(4 ml) and methanol {4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (1 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
5 solution, dried (MgS0 4 ) and concentrated. The obtained 

colorless crystals were collected by filtration to give 3-fl- 
isopropyl-3- (3-{3-isopropyl-l- [5- (trif luoromethyl) -2-pyridyl] - 
lH-pyrazol-4~yl}propoxy)-lH-pyrazol-5-yl] propanoic acid (200 
mg, yield 36%) . The crystals were recrystallized from ethyl 
10 acetate-hexane . melting point: 130-131°C. 
Example 264 

A mixture of methyl (2-{3- [1- (5-amino-2-pyridyl) -3- 
isopropyl-lH-pyrazol-4-yl ] pr opoxy } -3-methoxypheny 1) acetate 
{390 mg) , IN aqueous sodium hydroxide solution (1.5 ml), 
15 tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours, and concentrated. To a mixture of the 
obtained residue and water (10 ml) was added a solution of 
calcium chloride (0.20 g) in water (1 ml) at room temperature 
and the mixture was stirred overnight. The resulting white 
precipitates were collected by filtration to give calcium (2- 
{ 3- [1- (5-amino-2-pyridyl) -3-isopropyl-lH-pyrazol-4- 
yl]propoxy}~3-methoxyphenyl) acetate (300 mg, yield 81%) as 
amorphous . 

X H-NMR (DMSO-d 6 )8: 1.23 (6H, d, J=6 . 6 Hz), 1.85-1.98 (2H, m) , 
2.60 (2H, t, J=7.4 Hz), 2.96 (1H, septet, J=6.9 Hz), 3.37 (2H, 
s) , 3.73 (3H, s), 3.91 (2H, t, J=6.2 Hz), 5.29 (2H, br s) , 
6.75-6.90 (3H, m) , 7.08 (1H, dd, J-8.6, 2.9 Hz), 7.51 (1H, d, 
J=8.4 Hz), 7.72 (1H, d, J=2 . 4 Hz), 8.10 (1H, s) . 
Example 265 

To a mixture of methyl (2- { 3- [1- (5-amino-2~pyridyl) -3- 
isopropyl-lH-pyrazol-4-yl] propoxy }-3-methoxyphenyl) acetate 
(390 mg) and N,N-dimethylformamide {6 ml) was added acetic 
anhydride (0.10 ml) at room temperature and the mixture was 
stirred overnight. Water (20 ml) was added to the reaction 
mixture and the mixture was extracted with ethyl acetate. The 
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ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgS0 4 ) , and concentrated. A mixture of the 
obtained residue, IN aqueous sodium hydroxide solution (1.5 
ml) , tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at 
5 room temperature for 5 hours. IN Hydrochloric acid (1.5 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
10 give (2-{3-[l- (5-acetylamino~2~pyridyl) -3-isopropyl-lH- 
pyrazol-4-yl J propoxy }~3-methoxyphenyl) acetic acid (320 mg, 
yield 78%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 158-159°C. 
Example 266 

15 To a mixture of methyl (2- {3- [1- (5~amino-2-pyridyl) -3~ 

isopropyl-lH-pyrazol-4-yl ] propoxy } -3-methoxyphenyl) acetate 
(400 mg) and N , N-dimethylf ormamide (6 ml) was added propionyl 
chloride (0.12 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water (20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgSO a ) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (2 ml), 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (3-methoxy-2-{3- [3-isopropyl-l- (5-propanoylamino-2- 
pyridyl)-lH-pyrazol-4-yl] propoxy} phenyl) acetic acid (340 mg, 
yield 78%) . The crystals were recrystallized from ethyl 
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acetate-hexane . melting point: 147~148°C. 
Exanple 267 

To a mixture of methyl (2-{3- [1™ (5~amino-2-pyridyl) -3- 
isopropyl^lH»»pyrazol-4-yl]propoxy}-3-methoxyphenyi) acetate 
5 (400 mg) and N r N-dimethylformamide (6 ml) was added butyryl 
chloride (0.14 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water {20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried <MgSG 4 } and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane {1:1, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran {4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid <2 ml) was added 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried {MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give (2~{3-[l- (5-butyrylamino~2-pyridyl) -3~isopropyl~lH~ 
pyrazol~4-yl 3 propoxy}~3-methoxyphenyl) acetic acid (350 mg, 
yield 83%) . The crystals were recrystallized from ethyl 
acetate-hexane. melting point: •119-120°C. 
Example 268 

To a mixture of methyl {2~{3- [1- (5-amino~2~pyridyl) -3- 
isopropyl-lH~pyrazol~4-yl] propoxy }-3-methoxyphenyl) acetate 
(400 mg) and N,N-dimethylformamide (6 ml) was added isobutyryl 
chloride (0.15 ml) at 0°C and the mixture was stirred at room 
temperature overnight. Water (20 ml) was added to the reaction 
mixture, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with aqueous sodium hydrogen 
carbonate, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
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hexane {1:1, volume ratio) . A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (2 ml) , 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (2 ml) was added 
5 and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give [3-methoxy-2- (3-{3-isopropyl-l- [5- (2- 
10 methylpropanoylamino) -2-pyridyl] -lH-pyrazol-4~ 

yljpropoxy) phenyl] acetic acid (370 mg, yield 82%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 122-123°C. 
Example 269 

15 To a mixture of methyl (2-{3- [1- (5-amino-2-pyridyl) -3- 

isopropyl-lH~pyrazol~-4-yl]propoxy}-3-methoxyphenyl) acetate 
(400 mg) , pyridine (0.10 ml) and acetonitrile (6 ml) was added 
methanesulfonyl chloride (0.10 ml) at 0°C, and the mixture was 
stirred at room temperature for 1 hour. Water (15 ml) was 
20 added to the reaction mixture, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
25 fraction eluted with ethyl acetate-hexane (1:1, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (3-methoxy-2-{3- [3-isopropyl~ 
1- (5-methylsulfonylamino-2-pyridyl) -lH~pyrazol™4- 
35 yljpropoxy} phenyl) acetic acid (270 mg, yield 58%). The 
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crystals were recrystallized from ethanol. melting point: 176- 
177°C. 

Example 270 

A mixture of methyl (3~methoxy-2-{3~ [3-isopropyl-l- (5- 
5 nitro-2-pyridyl)-lH-pyrazol-4-yl]propoxy}phenyl) acetate (400 
mg) , IN aqueous sodium hydroxide solution (1.5 ml), 
tetrahydrofuran (4 ml) and methanol (4 ml) was stirred at room 
temperature for 5 hours. IN Hydrochloric acid (1.5 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
0 ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless crystals were collected by filtration to 
give {3-methoxy-2-{3-f3-isopropyl"l""(5-nitro-2--pyridyl)-lH- 
pyrazol-4-yl]propoxy}phenyl) acetic acid {240 mg, yield 62%). 
5 The crystals were recrystallized from ethanol. melting point: 
161-162°C. 
Example 271 

To a mixture of 6- [4- (3-hydroxypropyl) -S-isopropyl-lH- 
pyrazol-l-yljpyridine-S-carbonitrile (520 mg) , methyl (2- 

0 hydroxy-3-methoxyphenyl) acetate (380 mg) f tributylphosphine 
(7 80 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (970 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran {4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 

3 Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and (2-{3-[l- (5-cyano-2~pyridyl) -3- 

5 isopropyl-lH-pyra2ol-~4-yl3propoxy}-3-methoxyphenyl) acetic acid 
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(460 mg, yield 67%) was obtained as colorless crystals from a 
fraction eluted with ethyl acetate-hexane (3:l r volume ratio). 
The crystals were recrystallized from ethyl acetate-hexane . 
melting point: 144-145°C. 
Example 272 

To a mixture of 3- [3~isopropyl-l- <5~methyl-2-pyridyl) -1H~ 
pyrazol-4~yl]-l-propanol (400 mg) , methyl (2-hydroxy-3- 
methoxyphenyl) acetate (300 mg) , tributylphosphine (620 mg) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (780 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:3, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
1ST Hydrochloric acid (2.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (3-methoxy-2-{3- [3-isopropyl- 
1- (5-methyl-2-pyridyl) -lH-pyrazol-4-yl jpropoxy } phenyl) acetic 
acid (470 mg, yield 72%). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 132-133°C. 
Example 273 

To a mixture of 3-[l~ (5-fluoro-2-pyridyl) -3-isopropyl-lH- 
pyrazol-4-yl]-l-propanol (500 mg) , methyl ^-hydroxyz- 
ine thoxyphenyl) acetate (410 mg) , tributylphosphine (770 mg) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (960 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
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A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours . 
IN Hydrochloric acid (2.5 ml) was added, and the mixture was 
s extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-(3- [1- (5-f luoro~2-pyridyl) - 

3-isopropyl-lH~pyrazol-4-yl]propoxy}~3-methoxyphenyl) acetic 
10 acid (180 mg, yield 22%) . The crystals were recrystallized 
from ethanol-hexane . melting point: 125-126°C. 
Example 274 

To a mixture of 3-{3~isopropyl-l- [6- 
(trif luoromethyl) pyridazin-3-yl] ~lH-pyrazol-4-yl }-l-propanol 
(400 mg) , methyl (2-hydroxy-3-methoxyphenyl) acetate (280 mg) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (640 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
20 to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(4 ml) and methanol (4 ml) was stirred at room temperature for 
25 5 hours. IN Hydrochloric acid (2 ml) was added and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [2- (3-{ 3-isopropyl-l- [6~ 
(trif luoromethyl) pyridazin~3-yl] -lH~pyrazol~4-yl Jpropoxy) -3- 
methoxyphenyl] acetic acid (490 mg, yield 80%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
92~93 e> C. 
Example 275 

35 To a mixture of 3-{ 3-isopropyl-l- [5- 
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(trif luoromethyl) pyrimidin-2-yl] -lH-pyrazol-4-yl}-l-propanol 
(400 mg) , benzyl (2-hydroxy-3-methoxyphenyl) acetate (450 nig) , 
tributylphosphine (520 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (640 mg) at room 
5 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
0 5% palladium-carbon (0.1 g) and tetrahydrofuran (8 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The residue was subjected to silica 
gel column chromatography, and [3~methoxy-2- (3-{3-isopropyl-l- 
[5-(trifluoromethyl)pyrimidin-2-yl]-lH-pyrazol™4- 
yl}propoxy) phenyl] acetic acid (390 mg, yield 65%) was obtained 
as colorless crystals from a fraction eluted with ethyl 
acetate-hexane (2:3, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 131- 
132°C. 

Example 276 

To a mixture of 3- [1- (S-ethylpyrimidin-2-yl) -3-isopropyl- 
lH~pyrazol-4-yl]-l-propanol (400 mg) , methyl { 2 -hydroxy- 3- 
methoxyphenyl) acetate (310 mg) , tributylphosphine (590 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (740 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (2:3, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5-ethylpyrimidin-2- 
yl) -3-isopropyl-lH-pyrazol-4~yl J propoxy } -3- 
5 methoxyphenyi) acetic acid (430 mg, yield 68%). The crystals 
were recrystallized from ethyl acetate-hexane. melting point: 
103-104°C. 
Example 277 

To a mixture of 3- [1™ (6-methoxypyridazin-3-yl) -3- 
isopropyl~lH-pyrazol-4-yl]-l-propanol (300 mg) , methyl (2- 
hydroxy-3-raethoxyphenyl) acetate (240 mg) , tributylphosphine 
(440 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (550 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
15 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
20 methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (3-methoxy-2- {3- [1- (6- 
methoxypyridazin-3-yl)-3-isopropyl~lH-pyrazol-4- 
yl] propoxy} phenyl) acetic acid (400 mg, yield 84%). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 124~125°C. 
30 Example 278 

To a mixture of 3-{l- [5- (trifluoromethyl) -2-pyridyl] -3- 
isopropyl-lH-pyrazol-4-yl}~l-propanol (400 mg) , ethyl (4- 
hydroxy-3-methoxyphenyl) acetate (280 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (50 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
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mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:4, volume ratio). 

5 A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran {4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid {1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 

5 washed with saturated aqueous sodium chloride solution, dried 
<MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-methoxy-4- (3-{l- [5- 
(trif luoromethyl) -2-pyridyl] -3-isopropyl-lH-pyrazol-4~ 
yDpropoxy) phenyl] acetic acid (250 mg, yield 41%). The 

' crystals were recrystallized from ethyl acetate-hexane. 
melting point: 134-~135°C. 
Example 279 

To a mixture of 3- {1- [5- (trif luoromethyl) -2-pyridyl] -3- 
isopropyl-lH~pyrazol-4-yl}-l-propanol (400 mg) , ethyl 3- (4- 
hydroxy-3-methoxyphenyl)propanoate (300 mg) , tributylphosphine 
(520 mg) and tetrahydrofuran (50 ml) was added 1,1'- 
azodicarbonyldipiperidine (650 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (1.5 ml), tetrahydrofuran (4 ml) and 
methanol (4 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (1.5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give 3- [3-methoxy-4- (3-{l- [5- 
(trif luoromethyl) -2-pyridyl] -3-isopropyl-lH-pyrazol-4- 
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yl}propoxy) phenyl] propanoic acid (220 mg, yield 35%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 118-119°C. 
Example 280 

5 To a mixture of 6- [4- (3-hydroxypropyl) -3-isopropyl-lH- 

pyrazol-l-yl]pyridazine-3-carbonitrile (400 mg) , methyl (2- 
hydroxy-3 -me thoxyphenyl) acetate (320 mg) , tributylphosphine 
(600 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (740 mg) at room temperature and the 

10 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:3, volume ratio). 
A mixture of the obtained oily substance, IK aqueous sodium 

15 hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 2 hours. IN 
Hydrochloric acid {2 ml) was added and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and 6- (4-{3-[2-methoxy-6- 

(methoxycarbonylmethyl)phenoxyJpropyl}-3-isopropyl-lH-pyrazol- 
l-yl)pyridazine-3-carboxylic acid (220 mg, yield 32%) was 
obtained as colorless crystals from a fraction eluted with 
25 ethyl acetate-hexane (1:1, volume ratio). The crystals were 
recrystallized from ethyl acetate-hexane. melting point: 146- 
147°C. 

Example 281 

To a mixture of 3- [3-isopropyl-l- (5-chloro-2-pyridinyl) - 
30 lH-pyrazol-4-yl]-l-propanol (400 mg) , methyl (2- 

hydroxyphenyl) acetate {261 mg) , tributylphosphine (713 jjj,) and 
tetrahydrofuran {100 ml) was added 1,1'- 

azodicarbonyldipiperidine (722 mg) at room temperature and the 
mixture was stirred for 2.5 days. The reaction solution was 
35 concentrated. The residue was subjected to silica gel column 
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chromatography, and methyl (2-{3- [1- (5-chloro-2-pyridinyl) -3- 
isopropyl-lH-pyrazol-4-yl]propoxy}phenyl) acetate (470 mg, 
yield 77%) was obtained. as a pale-yellow oily substance from a 
fraction eluted with ethyl acetate-hexane (1:12, volume 
5 ratio) . 

1 H— NMR (CDC1 3 ) 6: 1.32 (6H, d, J - 6.9 Hz), 2.02 ~ 2.18 (2H, 
m), 2.62 - 2.71 (2H, m) , 2.95 - 3.10 (1H, m) , 3.65 (2H, s) , 
3.67 (3H, s) , 4.00 - 4.06 (2H, m) , 6.80 - 6.94 (2H, m) , 7.15 - 
7.27 (2H, m), 7.69 (1H, dd, J - 2.7, 9.0 Hz), 7.88 (1H, d, J - 
10 9.0 Hz) , 8.19 (1H, s) , 8.27 (1H, d, J = 2.7 Hz) . 
Example 282 

To a mixture of 3- [3-isopropyl-l- (5-chloro-2-pyridinyl) - 
lH-pyrazol-4-yl]-l-propanol (400 mg) , methyl (2-hydroxy-3- 
methoxyphenyl) acetate (308 mg) r tributylphosphine (713 j^L) and 

15 tetrahydrofuran (100 ml) was added 1,1'- 

azodicarbonyldipiperidine (722 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl (2-{3- [1- (5-chloro-2-pyridinyl) -3- 

20 isopropyl-lH-pyrazol-4-yl]propoxy}-3-methoxyphenyl) acetate 
(550 mg, yield 84%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:12, volume 
ratio) . 

H-NMR (CDC1 3 ) 5: 1.33 (6H, d, J = 6.9 Hz) , 2.01 — 2.12 (2H, 
m), 2.64 - 2.72 (2H, m) , 2.97 - 3.12 (1H, m) , 3.66 (3H r s) , 
3.68 (2H, s) , 3.83 (3H, s) , 4.02 - 4.09 (2H, m) , 6.78 - 6.86 
(2H, m) , 6.96 - 7.03 (1H, m) , 7.68 (1H, dd, J - 2.7, 9.0 Hz), 
7.88 (1H, d, J = 9.0 Hz), 8.23 (1H, s) , 8.27 (1H, d, J = 2.7 
Hz) . 
30 Example 283 

To a mixture of 3-{3-methyl-l- f 5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}~l-propanol (367 mg) , methyl £3~ 
hydroxy-l-methyl-lH-pyrazol-5-yl) acetate (200 mg) , 
tributylphosphine (588 juL) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (596 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol {25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate * 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (Mg30 4 ) and concentrated. The 
obtained pale-red solid was recrystallized from ethyl acetate 
to give [l-mothyl-3- (3- {3 -methyl- 1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrasol^4~yl}propoxy) -lH-pyrazol-5-yl] acetic 
acid (222 mg, yield 44%) as colorless crystals, melting point: 
143~144°C. 
Example 284 

To a mixture of 2~{3-ethoxy~l- [5- (trif luoromethyl) -2- 
pyridinyl3^1H-pyra2:ol-4-yl}~l^ethanol (356 mg) , methyl (3- 
hydroxy~l-methyl-lH-pyrazol-5-yl) acetate (200 mg) , 
tributylphosphine (588 juL) and tetrahydrofuran (25 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (596 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated, The residue was subjected 
to silica gel column chromatography, and a yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction eluted with ethyl 
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acetate-hexane (7:3, volume ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give [3-(2-{3- 
ethoxy-1- [ 5- ( trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}ethoxy) ~l~methyl-lH-pyrazol-5-yl] acetic acid (104 mg r yield 
5 20%) as colorless crystals, melting point: 156~158°C. 
Example 2S5 

To a mixture of 3- {3~ethoxy-l- 14- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) r methyl 3- (2- 
ethoxy-4-~hydroxyphenyl)propanoate (392 mg) , tributylphosphine 
(792 p,L) and tetrahydrofuran (32 ml) was added 1,1'- 
azodicarbonyldipiperidine (602 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:5, volume ratio). The 
obtained solid was recrystallized from ethyl acetate-hexane to 
give methyl 3- t2-ethoxy-4- (3-{ 3-ethoxy-l- [4- (trif luoromethyl) - 
2-pyridinyl] -lH-pyrazol-4~yl }propoxy) phenyl] propanoate (174 
mg, yield 34%) as colorless crystals, melting point: 79-81°C. 
Example 286 

To a mixture of 3-{3-ethoxy-l- [4- (trif luoromethyl) -2- 
pyridinyl3-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (3- 
hydroxyphenyl) acetate (529 mg) , tributylphosphine (792 p,L) and 
tetrahydrofuran (32 ml) was added 1,1'- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:5, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3- (3-{3-ethoxy~l- [4- 
( trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~ 

yl}propoxy) phenyl] acetic acid (524 mg, yield 73%) as colorless 
5 crystals, melting point: 128-130°C. 
Example 287 

To a mixture of 3™ {3~ethoxy-l- [4- {trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3~(3- 
ethoxy-4-hydroxyphenyl)propanoate (393 mg) , tributylphosphine 

0 (792 jxL) and tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography,, and a white solid was obtained from a fraction 

5 eluted with ethyl acetate-hexane (1:5, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 

0 ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [4- (3~{3-ethoxy-l- [4- 
( trif luoromethyl) -2-pyridinyl] -3.H-pyrazol-4-yl}propoxy) -3- 

5 me thoxyphenyl] propanoic acid (403 mg, yield 51%) as colorless 
crystals, melting point: 111-112°C. 
Example 288 

To a mixture of 3- { 3 -ethoxy-1- [4- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (2- 
' hydroxyphenyl) acetate (291 mg) , tributylphosphine (792 p,L) and 
tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
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eluted with ethyl acetate-hexane (1:5, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran {25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate, The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [2- {3-{3-ethoxy-l- [4- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol~4- 

yDpropoxy) phenyl] acetic acid (479 mg, yield 67%) as colorless 
crystals, melting point: 121-122°C. 
Example 289 

To a mixture of 3~{3~ethoxy~l- [4- {trif luoromethyl) -2~ 
pyridinyl]-lH-pyrazol-4-yl}-l^propanol (500 mg) , ethyl 2-(3- 
hydroxyphenoxy) -2-methylprop'aneacetate (393 mg) , 
tributylphosphine (792 p,L) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (802 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:7, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution , dried (Mg30«) and concentrated. The residue was 
subjected to silica gel column chromatography , and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). The obtained oily substance was 
recrystallized from ethyl acetate-hexane to give 2-[3~(3-{3~ 
ethoxy-1- [4- (trif luoromethyl) -2-pyridinyl] ~lH-pyrazol^4- 
yl}propoxy)phenoxy]-2-methylpropanoic acid (140 mg, yield 18%) 
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as colorless crystals, melting point: 98-99°C. 
Example 290 

To a mixture of ethyl 2- {3- [3- (3-ethoxy-lH-pyrazol-4- 
yl)propoxy]phenoxy}-2-methylpropanoate (400 mg) , 2-chloro-3- 
5 (trifluoromethyl) pyridine (240 mg) and N,N-dimethylf ormamide 
(20 ml) was added sodium hydride (60%, in oil, 52.8 mg) at 0°C 
and the mixture was stirred at room temperature for 3 hours. 
Thereafter, to the reaction solution was added ethyl iodide 
(106 ^L) , and the mixture was stirred for 2.5 hours. To the 
reaction solution was added saturated aqueous ammonium 
chloride solution, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO<s) and concentrated. A mixture of the obtained colorless 
oil, IN aqueous sodium hydroxide solution (325 jxL) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (36.0 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- [3- (3-{3-ethoxy-l- [3- (trifluoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl )propoxy) phenoxy ] -2-methylpropanoate 
(166 mg, yield 31%) as amorphous. 

*H— NMR (DMSO-cU) 5 : 1.33 (3H, t, J = 7.2 Hz) , 1.41 (6H, s) , 
1.92 - 2104 (2H, m) , 2.45 - 2.55 (2H, m) , 3.88 - 3.96 (2H, m) , 
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4.24 (2H, q, J ~ 7.2 Hz) , 6.36 - 6.45 (3H, m) , 6.96 - 7.04 
(1H, m) , 7.44 - 7.51 (1H, m) , 8.19 {lH r s) , 8.29 - 8.35 (1H, 
m) , 8.63 - 8.68 (1H, m) . 
Example 291 

A mixture of ethyl 2- {3- [3- (3-ethoxy~lH-pyrazol~4- 
yl)propoxy]phenoxy}-2~methylpropanoate {400 mg) , 3- 
(trifluoromethyl)phenylboric acid (418 mg) , copper(II) acetate 
(300 mg) , pyridine {160 jj,L) and N^»dimethylf ormamide (10 ml) 
was stirred overnight at room temperature. To the reaction 
solution was added saturated aqueous ammonium chloride 
solution, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane {1:5, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. liSF Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (610 p£) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (67.6 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- [3- (3-{3-ethoxy~l~ [3- (trif luoromethyl) phenyl] - 

lH-pyra2ol-4-yl}propoxy)phenoxy]-2-methylpropanoate (343 mg^ 
yield 63%) as amorphous. 
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1 H— NMR (DMSO-d 6 ) 5: 1.34 (3H, t, J = 7.0 Hz), 1.41 (6H, s) , 
1.90 - 2.07 (2H, m), 2.42 ~ 2.54 (2H, m) , 3.88 - 4.00 <2H, m) , 
4.29 (2H, q, J - 7.0 Hz), 6.36 - 6.46 (3H, m) , 6.96 - 7.07 
(1H, m), 7.45 - 7.53 (1H, m) , 7.59 - 7.70 (1H, m> , 7.95 - 8.04 
5 (2H, m) , 8.41 (1H, s) . 
Example 292 

A mixture of ethyl 2-{3- [3- <3-ethoxy-lH-pyrazol-4~ 
yl)propoxy]phenoxy}-2-methylpropanoate (400 mg) , 2- 
(trifluoromethyl)phenylboric acid (418 mg) , copper (II) acetate 
(300 mg) , pyridine (160 ^L) and N,N~dimethylformamide (10 ml) 
was stirred overnight at room temperature. To the reaction 
solution was added saturated aqueous ammonium chloride 
solution, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:5, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (265 jj.L) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (29.3 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- [3- (3-{3-ethoxy-l~ [2- (trif luoromethyl) phenyl] - 
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lH~pyrazol~4-yl }propoxy ) phenoxy] -2-methylpropanoate (109 mg, 
yield 20%) as amorphous. 

'H-NMR (DMSO-d 6 ) 5: 1.30 (3H, t, J « 7,0 Hz), 1,41 (6H, s) , 
1.86 - 2.04 (2H, m) f 2,42 ~~ 2.54 (2H, m) , 3.86 - 3.98 {2H, m) , 
5 4.19 (2H, q, tf - 7.0 Hz), 6.35 - 6.47 (3H, m) , 6.96 - 7.06 
(1H, m) , 7.53 - 7.65 (2H, m) r 7.68 - 7.90 <3H, m) . 
Example 293 

A mixture of ethyl 2- {3- [3- (3-ethoxy-lH»pyrasol-4- 
yl)propoxy]phenoxy}-2-methylpropanoate (400 mg) , 4- 
10 ethylphenylboric acid (318 mg) , copper(II) acetate (289 mg) f 

pyridine (154 jj,L) and N,N~dimethyl£ ormamide (10 ml) was stirred 
overnight at room temperature. To the reaction solution was 
added saturated aqueous ammonium chloride solution, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
15 layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO*) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio) . A mixture of the obtained oily 
20 substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid {25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
25 sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (600 tfL) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
chloride (66.2 mg) dissolved in a small amount of water and 
the mixture was stirred overnight at room temperature. The 
35 resulting white precipitates were collected by filtration to 
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give calcium 2- (3-{3- [3-ethoxy-l- (4~~ethylphenyl) -lH-pyrazol-4- 

yljpropoxy}phenoxy)~2-methylpropanoate (274 mg, yield 55%) as 
amorphous . 

'™ (DMSO-d 5 ) 8: 1.18 <3H, t, J - 7.8 Hz), 1.33 (3H, t, J = 
5 7.0 Hz), 1.41 (6H, s) , 1.88 - 2.06 (2H, m) , 2.40 - 2.55 <2H, 
m), 2.59 (2H, q, J « 7.8 Hz), 3.86 - 3.98 {2H, m) , 4.25 (2H, 
q, J - 7.0 Hz), 6.35 - 6.46 (3H, m) , 6.95 - 7.07 (1H, m) , 7.23 
(2H, d, J = 8.8 Hz) , 7.57 (2H, d, J = 8.8 Hz) , 8.13 (1H, s) . 
Example 294 

10 A mixture of ethyl 2-{3- [3- <3~ethoxy-lH-pyrazol-4- 

yl)propoxy]phenoxy}-2-methylpropanoate (400 mg) , 4- 
methylphenylboric acid (288 rag), copper (II) acetate (289 mg) , 
pyridine (154 fiL) and N,N-dimethylformamide (10 ml) was stirred 
overnight at room temperature. To the reaction solution was 
15 added saturated aqueous ammonium chloride solution, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:8, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (25 ml) 
25 was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
residue was subjected to silica gel column chromatography, and 
a colorless oil was obtained from a fraction eluted with ethyl 
30 acetate-hexane (1:1, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (775 pL) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 1 hour, and concentrated. To a mixture of 
the obtained residue and water (50 ml) was added calcium 
35 chloride (86.0 mg) dissolved in a small amount of water and 
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the mixture was stirred overnight at room temperature. The 
resulting white precipitates were collected by filtration to 
give calcium 2- (3-{3- [3-ethoxy-l- (4-methylphenyl) ~lH-pyrazol- 
4-yl3propoxy}phenoxy)-2-methylpropanoate (353 mg, yield 73%) 
5 as amorphous. 

1 H— NMR (DMSO-d 6 ) 8: 1-32 <3H, t, J = 7.0 Hz), 1.41 (6H, s) , 
1.88 - 2.04 (2H, m) , 2.29 (3H, s) , 2.40 - 2.53 <2H, m) , 3.86 - 
3.98 (2H, m) , 4.25 (2H, q, J - 7.0 Hz) , 6.35 - 6.47 (3H, m) , 
6.95 - 7.08 (1H, m) , 7.21 (2H r d, J - 8.4 Hz), 7.55 (2H, d, J 
0 - 8.4 Hz) , 8.13 (1H, s) . 
Example 295 

To a mixture of 4- {3-propyl-l -[5- (trif luoromethyl ) -2 - 
pyridinyl]-lH-pyrazol-4-yl}-l-butanol (500 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (330 mg) , tributylphosphine 

5 (762 jjji) and tetrahydrofuran (120 ml) was added 1,1'- 

azodicarbonyldipiperidine (772 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

0 fraction eluted with ethyl acetate-hexane (1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 

5 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give r3-methoxy-2- 
(4- {3-propyl-l- [5- (trif luoromethyl) ~2-pyridinyl] -lH~pyrazol-4~ 

' yl}butoxy) phenyl] acetic acid (451 mg, yield 60%) as colorless 
crystals, melting point: 111-112°C. 
Example 296 

To a mixture of 3- {3-propyl-l- [ 4- 
( trif luoromethyl) phenyl ]-lH-pyrazol-4-yl}-l-propanol (400 mg) , 
methyl (2-hydroxyphenyl) acetate (234 mg) , tributylphosphine 
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{638 jxL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (646 mg) at room temperature and the 
mixture was stirred for 2 days. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
5 chromatography, and a colorless oil was obtained from a 

fraction eluted with ethyl acetate-hexane (1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 2.5 days. 
0 IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and [2- (3-{3-propyl-l- [4- 
(trifluoromethyl) phenyl] -lH-pyrazol~4~yl}propoxy) phenyl] acetic 
acid (340 mg, yield 59%) was obtained as a colorless oil from 
a fraction eluted with ethyl acetate-hexane (1:2, volume 
ratio) . 

1 H— NMR (CDC1 3 ) 8i 0.99 (3H, t , J = 7.4 Hz), 1.60 - 1.82 (2H, 
m), 1.91 - 2.08 (2H, m) , 2.54 - 2.68 (4H, m) , 3.65 (2H, s) , 
3.90 - 4.00 (2H, m), 6.74 - 6.92 (2H, m) , 7.08 - 7.26 (2H, m) , 
7.54 - 7. 73 (5H, m) . 
Example 297 

To a mixture of 3-{3-propyl-l- [4~ 

(trifluoromethyl) phenyl] -lH-pyrazol-4~yl)-l-propanol (420 mg) , 
methyl (2-hydroxy-3-methoxyphenyl) acetate (290 mg) , 
tributylphosphine (668 (xL) and tetrahydrofuran (100 ml) was 
added 1, 1 '-azodicarbonyldipiperidine (676 mg) at room 
temperature and the mixture was stirred overnight for 2 . 5 
days. The reaction solution was concentrated. The residue was 
subjected to silica gel column chromatography, and a colorless 
oil was obtained from a fraction eluted with ethyl acetate- 
hexane (1:7, volume ratio). A mixture of the obtained oily 
substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
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overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
5 residue was subjected to silica gel column chromatography, and 
a white solid was obtained from a fraction eluted with ethyl 
acetate-hexane (2:3, volume ratio). The obtained solid was 
recrystallized from diisopropyl ether-hexane to give [3- 
methoxy-2- {3~{3-propyl*-l- [4- (trif luoromethyl) phenyl] -1B- 
pyrazol-4-yl}propoxy) phenyl] acetic acid {472 mg, yield 74%) as 
colorless crystals, melting point: 95-96°C. 
Exanqple 298 

A mixture of methyl 3- [2-ethoxy-4- (3~{3-ethoxy-l™ [4- 
{ trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yljpropoxy) phenyl ]propanoate (86*3 mg) , IN aqueous sodium 
hydroxide solution (20 ml) , tetrahydrofuran (20 ml) and 
ethanol (20 ml) was stirred at room temperature for 8 hours. 
IN Hydrochloric acid (20 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(HgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give 3-t2-ethoxy- 
4- (3-{3-ethoxy-l™ [4- (trif luoromethyl) -2-pyridinyl] -IH-pyrazol- 
4-yl}propoxy) phenyl J propanoic acid (67.3 mg,- yield 80%) as 
colorless crystals, melting point: 119~120°C. 
Example 299 

To a mixture of 3- {3-isopropyi-l- [5- {trif luoromethyl) -2- 
pyridinyl]-lH«pyrazol-4"yl}-l^propanol (400 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (240 mg) , 
tributylphosphine (638 jxL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
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(1:3, volume ratio) . A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 
ml) and ethanol {20 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (20 ml) was added, and the 

5 mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated* The obtained white 
solid was recrystallized from ethyl acetate^hexane to give [3-~ 
(3-{3-isopropyl~l~[5~- (trif luoromethyl) -2-pyridinyl] -1H- 

0 pyrazol~4~yl}propoxy) -l-methyl-lH-pyrazol~4--yi;i acetic acid 

{441 mg, yield 76%) as colorless crystals, melting point: 122- 
123*C. 

Example 300 

To a mixture of 3-{3~isopropyl~l^ [5- {trif luoromethyl) -2- 

5 pyridinyl]-lH-pyrazol-4-yl}^l-propanol (400 mg) , methyl <3~~ 
ethoxy-2-hydroxyphenyl) acetate (424 mg) , tributylphosphine 
(638 ixL) and tetrahydrofuran {100 ml) was added 1,1 r - 
azodicarbonyldipiperidine (646 mg) at room temperature and the 
mixture was stirred overnight* The reaction solution was 

0 concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:7, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 

5 ethanol {25 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 

0 recrystallized from ethyl acetate-hexane to give [3-ethoxy~2- 
(3-{3-isopropyl~l- [5- {trif luoromethyl) -2-pyridinyl] -1H- 
pyrazol-4~yl}propoxy) phenyl] acetic acid (455 mg, yield 72%) as 
colorless crystals, melting point: 141-142 C> C. 
Example 301 

To a mixture of 3-{ 3-ethoxy~l- [5- (trif luoromethyl) -2- 
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pyridinyl]~lH-pyrazol-4-yl}-l- P ropanol {400 rag) , methyl (3- 
ethoxy-2-hydroxyphenyl) acetate (420 rag) , tributylphosphine 
(633 j^L) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (641 mg) at room temperature and the 
5 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
0 solution (25 ml), tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3-ethoxy-2- (3~{3-ethoxy-l-[5- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

yljpropoxy) phenyl] acetic acid (415 mg, yield 66%) as colorless 
crystals, melting point: 114-115°C. 
Example 302 

To a mixture of 3- { 3-cyclohexy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxyphenyl) acetate (206 rag) , tributylphosphine (563 ^L) and 
tetrahydrofuran (100 ml) was added 1,1'- 

azodicarbonyldipiperidine (570 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (20 ml) , tetrahydrofuran (20 ml) and ethanol (20 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
acid (20 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [2- (3- {3-cyclohexyl-l- [5- 
{trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

yDpropoxy) phenyl] acetic acid (345 mg, yield 63%) as colorless 
5 crystals, melting point: 127-128°C. 
Example 303 

To a mixture of 3- {3-cyclohexyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}-l-propanol (400 mg) , methyl (3- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (211 mg) , 
tributylphosphine (563 ^h) and tetrahydrofuran (100 ml) was 
added 1,1' -azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred for 3 days. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
15 obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 
ml) and ethanol (20 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (20 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [3™(3-{3- 
cyclohexyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy)-l-methyl-lH~pyrazol-4-yl] acetic acid (457 mg, 
yield 82%) as colorless crystals, melting point: 157-158°C. 
Example 304 

To a mixture of 3- {3-cyclohexyl-l- [5- (trif luoromethyl) -2~ 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , ethyl (3- 
hydroxy-4-methoxyphenyl) acetate (261 mg) , tributylphosphine 
(563 ^L) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (57 0 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
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eluted with ethyl acetate-hexane {1:7, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (20 ml) , tetrahydrofuran (20 ml) and ethanol (20 ml) 
was stirred at room temperature for 5 hours. IN Hydrochloric 
5 acid (20 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [3- (3-{3-cyclohexyl-l- [5- 
(trif luoromethyl) -2-pyridinyl]-lH-pyrazol-4-yl }propoxy) -4- 
methoxypheny 1] acetic acid (268 mg r yield 46%) as colorless 
crystals, melting point: 117~118°C. 
Example 305 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]~lH-pyrazol-4-yl}-l-propanol (170 mg) , methyl (1- 
ethyl-3-hydroxy~lH-pyrazol-4-yl) acetate (100 mg) , 
tributylphosphine (272 ^L) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (275 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (15 ml) „ tetrahydrofuran (15 
ml) and ethanol (15 ml) was stirred at room temperature for 5 
hours. IN Hydrochloric acid (15 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [l-ethyl-3- 
(3- {3-propyl-l- [5- (trif luoromethyl) -2-pyridinyl] -lH~pyrazol-4- 
yl)propoxy)-lH-pyrazol-4-yl ] acetic acid (117 mg, yield 46%) as 
colorless crystals, melting point: 105-106°C. 
Example 306 

To a mixture of 3- {3-cyclohexy 1-1- [5- (trif luoromethyl) -2- 
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pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (3- 
ethoxy-2~hydroxyphenyl) acetate (466 mg) , tributylphosphine 
(703 jili) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (712 mg) at room temperature and the 
5 mixture was stirred overnight. The reaction solution was 

concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:12, volume 
ratio) . A mixture of the obtained oily substance , IN aqueous 
10 sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 5 hours. 
IN Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
15 (MgS0 4 ) and concentrated. The obtained white solid was 

recrystallized from ethyl acetate-hexane to give [2~{3-{3- 
cyclohexyl-1- £ 5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol~4- 
yl}propoxy)-3~ethoxyphenyl ] acetic acid (537 mg, yield 72%) as 
colorless crystals, melting point: 156-157°C. 
Example 307 

To a mixture of 3- {3»cyclohexy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (400 mg) , methyl (2- 
hydroxy-3~methoxyphenyl) acetate (243 mg) , tributylphosphine 
(563 |iL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (570 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (1:12, volume ratio). A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
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concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give [2- (3-{3-cyclohexyl-l-i;5- 
(trifluorornethyl) -2~pyridinyl] -lH~pyrazol-4~yl}propoxy) -3- 
me thoxyphenylj acetic acid (427 mg, yield 73%) as colorless 
5 crystals, melting point: 140-141°C. 
Example 308 

A mixture of methyl (2-{ 3- [1- (5-chloro~2-pyridinyl) -3- 
isopropyl-lH-pyrazol"4™yl]propoxy} phenyl) acetate {230 mg) , IN 
■ aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran (20 

10 ml) and ethanol (20 ml) was stirred overnight at room 

temperature, IN Hydrochloric acid (20 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSOii) and concentrated. The obtained white 

15 solid was recrystallized from ethyl acetate-hexane to give (2~» 
{3- [1- (5-chloro-2~pyridinyl) -3-isopropyl~lH~-pyrazol-~4- 
yl 3 propoxy} phenyl) acetic acid (182 mg, yield 82%) as colorless 
crystals, melting point: 141-142°C, 
Example 309 

20 A mixture of methyl (2-{3- [1- (5~chloro-2-pyridinyl) -3- 

isopropyl-lH~pyrazol-4-yl] propoxy} phenyl) acetate (240 mg) , 5% 
palladium-carbon (100 mg) and ethanol (50 ml) was stirred at 
room temperature for 2 days under a hydrogen atmosphere. 
Palladium-carbon was removed by filtration and the filtrate 

25 was concentrated. The residue was subjected to silica gel 

column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:5, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (20 ml) , tetrahydrofuran (20 ml) and 

?0 ethanol (20 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (20 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 

r5 recrystallized from ethyl acetate-hexane to give (2-{3-~[3~ 
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isopropyl~l~ (2-pyridinyl) -lH-pyrazol-4- 
yl]propoxy} phenyl) acetic acid {92.4 mg, yield 43%) as 
colorless crystals, melting point: 140-142°C. 
Example 310 

To a mixture of 3- { 3-isopropyl-l- [5- (trif iuoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}~l-propanol (354 mg) , methyl 3-(3- 
hydroxy-l-methyl-»lH-pyrazol-4-yl)propanoate (246 mg) , 
tributylphosphine (563 j^L) and tetrahydrofuran {100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (570 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated, The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution {25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (HgS0 4 ) and concentrated. The obtained white 
solid was recry stall! zed from ethyl acetate-hexane to give 3- 
[3- (3-{3-isopropyl~l-~[5- (trif Iuoromethyl) -2-pyridinyl] -1H- 
pyrazol-4-yl}propoxy) -l-methyl-lH-pyra2ol-4-yl] propanoic acid 
(307 mg, yield 58%) as colorless crystals, melting point: 124- 
125°C. 

Exannple 311 

A mixture of methyl (2- { 3- [1- (5-chloro-2-pyridinyl) -3- 
isopropyl-lH-pyrazol-4-yl] propoxy } -3-methoxyphenyl) acetate 
(260 mg) , IN aqueous sodium hydroxide solution {20 ml) , 
tetrahydrofuran (20 ml) and ethanol (20 ml) was stirred 
overnight at room temperature. IN Hydrochloric acid (20 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained white solid was recrystallized from ethyl acetate- 
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hexane to give (2-{3- [1- (5~chloro-2~pyridinyl) -3-isopropyl-lH- 
pyrazol-4-yl]propoxy}-3-methoxyphenyl) acetic acid {214 mg r 
yield 85%) as colorless crystals, melting point: 148-149°C. 
Example 312 

A mixture of methyl (2-{3- [1- (5-chloro-2-pyridinyl) -3~ 
isopropyl-lH-pyrazol-4-yl] propoxy }-3~methoxyphenyl) acetate 
{290 mg) , 5% palladium-carbon (300 mg) and ethanol (50 ml) was 
stirred overnight at room temperature under a hydrogen 
atmosphere. Palladium-carbon was removed by filtration and the 
filtrate was concentrated. The obtained residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (20 ml) , tetrahydrofuran 
(20 ml) and ethanol (20 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (20 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless oil was recrystallized from diisopropyl ether-hexane 
to give (2- {3- [3-isopropyl-l- (2~pyridinyl) -lH-pyrazol-4~ 
yl]propoxy}-3-methoxyphenyl)acetic acid (82.0 rag, yield 32%) 
as colorless crystals, melting point: 102-104°C. 
Example 313 

To a mixture of 3~ {3-isopropyl-l- [5- (trif luoromethyl) ~2- 
pyridinyl]-lH-pyrazol-4-yl)-l-propanol (170 mg) , methyl (1- 
ethyl-3-hydroxy-lH-pyrazol-4-yl) acetate (100 mg) , 
tributylphosphine (272 j^L) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (275 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a pale-yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:3, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (20 ml) , 
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tetrahydrofuran (20 ml) and ethanol (20 ml) was stirred at 
room temperature for 4 hours. IN Hydrochloric acid (20 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
5 chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and a white 
solid was obtained from a fraction eluted with ethyl acetate- 
hexane (3:2, volume ratio). The obtained solid was 
recrystallized from diisopropyl ether-hexane to give [1-ethyl- 
0 3~ (3-{3-isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] -1H™ 
pyra2:ol-4-yl}propoxy)-lH-pyrazol-"4™yl] acetic acid {105 mg, 
yield 42%) as colorless crystals, melting point: 99-100°C. 
Example 314 

To a mixture of 3- { 3-propyl-l-[ 5- (trif luoromethyl) ~2~ 
pyridinyl]^lH-pyra^ol-4-yl}-l~propanol (400 mg) f methyl 3-{3- 
hydroxy~l-methyl-lH-pyra2:ol-4-yl)propanoate (278 mg) , 
tributylphosphine (638 jiL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(3:7 , volume ratio) . A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
for 5 hours. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSQ 4 ) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give 3- 
[l-methyl-3- (3-{ 3-propyl-l- [5- (trif luoromethyl) -2-pyridinyl J - 
lH-pyrasol-4-yl}propoxy)-lH-pyrazol-4-yl ] propanoic acid (436 
mg, yield 73%) as colorless crystals, melting point: 103- 
104°C. 

Example 315 
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To a mixture of 3~{3-isopropyl-l- [5- (trif luorometJiyl) -2- 
pyridinyl]^lH-pyrasol~4-yl}~l-propanol (313 mg) , methyl (2- 
hydroxy~3 -me thy Iphenyl) acetate (541 mg) , tribntylphosphine 
(748 jjj,) and tetrahydrofuran (100 ml) was added 1,1'- 

5 azodicarbonyldipiperidine (757 mg) at room temperature and the 
mixture was heated to 50°C. The mixture was stirred at said 
temperature for 1 hour. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 

Q eluted with ethyl acetate-hexane (1:19, volume ratio) . A 
mixture of the obtained solid, IN aqueous sodium hydroxide 
solution (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) 
was stirred overnight at room temperature. IN Hydrochloric 
acid (25 ml) was added, and the mixture was extracted with 

5 ethyl acetate. The ethyl acetate layer was washed with 

saturated aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a white solid was obtained from a fraction 
eluted with ethyl acetate-hexane (7:13, volume ratio). The 

0 obtained solid was recrystallized from ethyl acetate-hexane to 
give [2- (3- {3-isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] - 
lH~pyrazol~-4~yl}propoxy) -3-methylphenyl ] acetic acid {135 mg, 
yield 29%) as colorless crystals, melting point: 159-160°C. 
Example 316 

5 To a mixture of 3-{3-cyclohexyl~l~ [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol~4^yl}-l-propanol (500 mg) , methyl (2- 
hydroxy-3-methylphenyl) acetate (305 mg) , tributylphosphine 
(703 jxL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (712 mg) at room temperature and the 

3 mixture was heated to 50°C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and a pale yellow oily substance was obtained from a fraction 
eluted with ethyl acetate-hexane {1:9, volume ratio}. A 

' mixture of the obtained oily substance, IN aqueous sodium 
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hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
5 washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane (3:7, volume 
ratio) . The obtained solid was recrystallized from ethyl 
0 acetate-hexane to give [2- (3- {3-cyclohexyl-l- [5- 

(trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4-yl }propoxy) -3- 
methylphenyl ] acetic acid (193 mg, yield 27%) as colorless 
crystals, melting point: 184-185°C. 
Example 317 

To a mixture of 3- (3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (329 mg) , ethyl (1- 
cyclohexyl-3-hydroxy-lH-pyrazol~~4~yl) acetate (250 mg) , 
tributylphosphine (523 jj,L) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (530 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgSO*) and concentrated. The residue was 
subjected to silica gel column chromatography, and a yellow 
oily substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:1, volume ratio). The obtained oily 
substance was recrystallized from ethyl acetate-hexane to give 
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[l-cyclohexyl-3- (3-{3-isopropyl~l~ [5- (trif luoromethyl) -2- 
pyridinyl] ~lH-pyrazol~4~yl}propoxy) -lH-pyrazol-4-yl] acetic 
acid (145 mg r yield 27%) as colorless crystals, melting point: 
116-117*C. 
5 Exajuple 318 

To a mixture of 3-{3~isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol~4-yl}~l-propanol (450 mg) , ethyl {5- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (292 mg) , 
tributylphosphine (716 ^L) and tetrahydrofuran (100 ml) was 

10 added 1 , 1 '-azodicarbonyldipiperidine (727 rag) at room 

temperature and the mixture, was heated to 50°C. The mixture 
was stirred overnight at said temperature . The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 

15 from a fraction eluted with ethyl acetate-hexane (3:7, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanoi (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 

20 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution , dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [5-(3-{3- 
isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] -lH~pyrazol~4- 

25 yl}propoxy)^l-methyl-lH-pyrazol-4-yl]acetic acid (246 mg, 
yield 38%) as colorless crystals, melting point: 146-148°C. 
Example 319 

To a mixture of 3- {3~propyl-l-~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (2- 
30 hydroxy-3-methylphenyl) acetate (344 mg) , tributylphosphine 
(792 juL) and tetrahydrofuran (100 ml) was added 1,1'- 
azodicarbonyldipiperidine (802 mg) at room temperature and the 
mixture was heated to 50°C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated. 
35 The residue was subjected to silica gel column chromatography, 
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and a pale yellow solid was obtained from a fraction eluted 
with ethyl acetate-hexane (1:9, volume ratio). A mixture of 
the obtained solid, IN aqueous sodium hydroxide solution (25 
ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred 
5 overnight at room temperature. IN Hydrochloric acid (25 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated aqueous 
sodium chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained white solid was recrystallized from ethyl acetate- 
hexane to give [3-methyl~2- (3-{3-propyl~l- [5- 
(trif luoromethyl) -2-pyridinyl ] -lH-pyrazol-4- 

yl}propoxy) phenyl] acetic acid (268 mg, yield 37%) as colorless 
crystals, melting point: 134-135<>C. 
Example 320 

To a mixture of 3- { 3-propyl-l~ [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrasol-4-yl}-l-propanol (400 mg) , ethyl (1- 
cyclohexyl~3-hydroxy-lH-pyrazol-4-yl) acetate (336 mg) , 
tributylphosphine (638 u.L) and tetrahydrofuran (100 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a pale yellow solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:1, volume ratio). The obtained solid was recrystallized 
from ethyl acetate-hexane to give [l-cyclohexyl-3- (3-{3- 
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propyl-1- [5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol-4-yl] acetic acid (453 rag, yield 68%) as 
colorless crystals, melting point: 127~128°C. 
Example 321 

5 To a mixture of 3- {3-propy 1-1- [5~ (trif luoromethyl) -2- 

pyridinyl]-lH~pyrazol-4-yl}-l-propanol (450 mg) , ethyl (5- 
hydroxy~l-methyl-lH-pyrazol-4-yl) acetate (291 mg) , 
tributylphosphine (718 j^L) and tetrahydrofuran (100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (727 mg) at room 
0 temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography,, and a pale yellow oily substance 
was obtained from a fraction eluted with ethyl acetate-hexane 
(3:7, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
£25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give [1- 
methyl-5- (3-{3-propyl-l- [5~ (trif luoromethyl) -2-pyridinyl] -1H- 
pyrazol-4-yl}propoxy)-lH-pyrazol-4-yl] acetic acid (274 mg, 
yield 42%) as colorless crystals, melting point: 136-138°C. 
Example 322 

To a mixture of 3~ {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}-l-propanol (500 mg) , ethyl (1- 
ethyl-5-hydroxy-lH-pyrazol-4-yl) acetate (381 mg) , 
tributylphosphine (797 ^L) and tetrahydrofuran (100 ml) was 
added 1 ,1 '-azodicarbonyldipiperidine (807 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a pale-yellow oily substance 
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was obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
5 temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and a white 
solid was obtained from a fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio). The obtained solid was 
recrystallized from ethyl acetate-hexane to give [l-ethyl-5- 
(3- { 3~isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] 
pyra2ol-4-yl}propoxy)-lH-pyrazol-4-yl] acetic acid (187 mg, 
yield 25%) as colorless crystals, melting point: 120-121°C. 
Exaiqple 323 

To a mixture of 3- {3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 3- (2- 
hydroxy~3-methoxyphenyl)propanoate (395 mg) , tributylphosphine 
(797 ^L) and tetrahydrofuran (100 ml) was added 1,1 
asodicarbonyldipiperidine (807 mg) at room temperature and the 
mixture was heated to 50°C. The mixture was stirred overnight 
at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and a colorless oil was obtained from a fraction eluted with 
ethyl acetate-hexane (1:9, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 
(25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was 
stirred overnight at room temperature. IN Hydrochloric acid 
(25 ml) was added, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgS0 4 ) and 
concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [2- (3-{3-isopropyl-l~ [5- 
( trif luoromethyl) -2-pyridinyl ] -iH-pyrazol-4-yl }propoxy) -3~ 
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methoxyphenyl] propanoic acid (429 mg, yield 55%) as colorless 
crystals, melting point: 112-113°C. 
Example 324 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
5 pyridinyl]~lH~pyrazol~"4-yl}-l~propanol (500 mg) , ethyl 3-{3- 
hydroxy-4-methoxyphenyl)propanoate (395 mg) , tributylphosphine 
(797 jxL) and tetrahydrofuran {100 ml) was added 1,1 r - 
azodicarbonyldipiperidine (807 mg) at room temperature and the 
mixture was heated to 50°C. The mixture was stirred overnight 

10 at said temperature. The reaction solution was concentrated. 
The residue was subjected to silica gel column chromatography, 
and a colorless oil was obtained from a fraction eluted with 
ethyl acetate-hexane (1:9, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 

15 (25 ml) , tetrahydrofuran (25 ml) and ethanol (25 ml) was 

stirred overnight at room temperature. IN Hydrochloric acid 
(25 ml) was added, and the mixture was extracted with ethyl 
acetate. The ethyl acetate layer was washed with saturated 
aqueous sodium chloride solution, dried (MgSQ 4 ) and 

20 concentrated. The obtained white solid was recrystallized from 
ethyl acetate-hexane to give 3- [3- (3-{3-isopropyl-l- [5- 
( trif luoromethyl) -2-pyridinyl] -lH-pyrazol~-4-yl}propoxy) -4- 
methoxyphenyl ] propanoic acid {447 mg, yield 57%) as colorless 
crystals, melting point: 93-94°C. 

25 Example 325 

To a mixture of 3- { 3 -cyclohexyl-1- [5- (trif luoromethyl) -2- 
pyridinyl].-lH-pyra2ol»4-yl}-l-propanol (500 rag) , ethyl {5- 
hydroxy-l-methyl-lH-pyrazol-4-yl) acetate (286 mg) , 
tributylphosphine (703 pi) and tetrahydrofuran (100 ml) was 

30 added 1 ,1 '-azodicarbonyldipiperidine {712 mg) at room 

temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 

35 a fraction eluted with ethyl acetate-hexane {3:7, volume 
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ratio) . A mixture of the obtained solid, IN aqueous sodium 
hydroxide solution {25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred overnight at room temperature. IN 
Hydrochloric acid (25 ml) was added , and the mixture was 
5 extracted with ethyl acetate . The ethyl ' acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained pale-yellow crystals 
were recrystallized from ethyl acetate-hexane to give [5~(3- 
, {3-cyclohexyl-l- [5- (trif luoromethyl) -2-pyridinyl] -IH-pyrasol- 
4-yl}propoxy)-l-»methyl-lH-»pyrazol-4-yl] acetic acid (538 mg, 
yield 78%) as colorless crystals, melting point: 137-138*0. 
Example 326 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl3-lH-pyra%ol-4-yl}-l-propanol (500 mg) , ethyl (1- 
ethyl-5-hydroxy~lH-pYrazol-4™yl) acetate (349 mg) , 
tributylphosphine (797 ^L) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine {807 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred overnight at room 
temperature. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained pale- 
yellow crystals were recrystallized from ethyl acetate-hexane 
to give [ l-etfcy 1-5- (3- {3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl] ~lH-pyrazol-4-yl Jpropoxy) -lH-pyrazol-4-yl] acetic 
acid (431 mg, yield 58%) as colorless crystals, melting point: 
125-126*C. 
Example 327 
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To a mixture of 3-{3~isopropyl-l^I5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyra2ol~4~yl}-l-propanol (400 mg) , ethyl {5- 
hydroxy-4-methyl»lH^pyraEol-I~yl) acetate {240 mg) , 
tributylphosphine (550 mg) and tetrahydrofuran (30 ml) was 
5 added 1 ,1 '-azodicarbonyldipiperidine (690 mg) at room 

temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 

10 from a fraction eluted with ethyl acetate-hexane (1:3 , volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 

* 5 extracted with ethyl acetate. The ethyl acetate layer was 

washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and a brown solid was obtained from 
a fraction eluted with methanol-ethyl acetate (1:19, volume 

20 ratio) . The obtained solid was recrystallized from ethyl 
acetate-hexane to give [5- (3-{3-isopropyl~-l- [5- 
( trif luoromethyl) -2-pyridinyl] ™lH-pyrazol-4-yl}propoxy) -4- 
methyl-lH-~pyrazol-l~yl] acetic acid (222 mg, yield 37%) as 
colorless crystals, melting point: 123~124°C. 

25 Example 328 

To a mixture of 3- {3-isopropy 1-1- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl)-l-propanol (500 mg) , ethyl (4- 
ethyl-5-hydroxy-lH-pyrazol-l^yl) acetate (349 mg) , 
tributylphosphine (797 ^L) and tetrahydrofuran (100 ml) was 

30 added 1 , 1 '-azodicarbonyldipiperidine (807 mg) at room 

temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 

35 a fraction eluted with ethyl acetate-hexane (1:3, volume 
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ratio) . A mixture of the obtained solid, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 30 
minutes. IN Hydrochloric acid (25 ml) was added, and the 
5 mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained white 
solid was recrystallized from ethyl acetate-hexane to give [4- 
ethyl-5- (3-{3-isopropyl-l- [5™ (trif luoromethyl) -2-pyridinyl] - 
10 lH-pyrazol-4-yl}propoxy) -IH-pyrasol-l-y 1] acetic acid (635 mg, 
yield 85%) as colorless crystals, melting point: 111-1 12°C. 
Example 329 

To a mixture of 3- {3-propyl-l- [5- (trif luoromethyl) -2~- 
pyridinyl]-lH-pyrazol~4~yl}-l~propanol (400 mg) f ethyl (5- 

15 hydroxy-4-methyl-lH-pyrazol-l-yl) acetate {240 mg) , 

tributylphosphine (550 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine {690 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 

20 solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a colorless oil was obtained 
from a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous- 
sodium hydroxide solution {25 ml) , tetrahydrofuran (25 ml) and 

25 ethanol {25 ml) was stirred at room temperature for 1 hour. IN 
Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 

30 recrystallized from ethyl acetate-hexane to give [4~methyl~5~ 
( 3- { 3-propyl-l- [5- (trif luoromethyl ) -2-pyridinyl ] -IB-pyras ol~4- 
yl}propoxy) -IH-pyrazol-l-yl] acetic acid (433 mg, yield 75%) as 
colorless crystals, melting point: 145-146°C. 
Example 330 

35 To a mixture of 3-{3- U-ethylpropyl) -1- [5- 
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(trifluoromethyl) -2-pyridinyl] -lH-pyra£ol-4-yl}-~l-propanol 
(500 rag) , ethyl (4-ethyl~5-hydroxy~lH-pyrazol~l-yl) acetate 
(318 mg) , tributylphosphine (728 jxL) and tetrahydrofuran (100 
ml) was added 1, 1 '-azodicaxbonyldipiperidine (737 mg) at room 
5 temperature and the mixture was heated to 50°C. The mixture 
was stirred overnight at said temperature. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with ethyl acetate-hexane 
0 (1:3, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
for 30 minutes. IN Hydrochloric acid (25 ml) was added, and 
the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The 
obtained colorless oil was recrystallized from ethyl acetate- 
hexane to give t4-ethyl-5- (3-{3- (1-ethylpropyl) -l-[5- 
(trifluoromethyl) ~2~pyridinyl] -lR-pyra%ol-4-yl}propoxy) -1H- 
pyrazol-l-yl] acetic acid (389 mg, yield 54%) as colorless 
crystals, melting point: 124-125°C. 
Example 331 

To a mixture of 3- { 3-propy 1-1 - [5- (trifluoromethyl) -2- 
pyridinyl]^lH-pyra2;ol-4"yl}-l-propanol (400 mg) , ethyl (4- 
ethyl-5-hydroxy»lH-pyrazol-l-yl) acetate (279 mg) , 
tributylphosphine (638 jiL) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (646 mg) at room 
temperature and the mixture was heated to 50°C. The mixture 
was stirred at said temperature for 8 hours. The reaction 
solution was concentrated. The residue was subjected to silica 
gel column chromatography, and a white solid was obtained from 
a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained solid, IN aqueous sodium 
hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour. IN 
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Hydrochloric acid (25 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(Mg3G 5 ) and concentrated. The obtained white solid was 
5 recrystallized from ethyl acetate-hexane to give [4-et2iyl-5- 
(3-{3-propyl-l- [5- (trif luororaethyl) -2-pyridinyl] ~lH-pyrazol-4- 
yl}propoxy)-lH-pyrazol~l-yi] acetic acid (420 mg, yield 71%) as 
colorless crystals, melting point: 135-136°C. 
Exanple 332 

10 To a mixture of l-{6- [4- (3 -hydroxy propyl) -3-isopropyl-lH~ 

pyrazol-l-yl]~3-pyridinyl}ethanone (320 rag) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (239 mg) r tributylphosphine 
(553 jili) and tetrahydrofuran {100 ml) was added 1,1'- 
azodicarbonyldipiperidine (560 mg) at room temperature and the 

5 mixture was stirred for 3 hours. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a yellow oily substance was obtained from 
a fraction eluted with ethyl acetate-hexane (1:3, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 

0 sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour. IN 
Hydrochloric acid (25 ml) was added r and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

5 (MgS0 4 ) and concentrated. The obtained white solid was 

recrystallised from ethyl acetateHtiexane to give (2-{3- [1- {5- 

acetyl-2™pyridinyl)"3-isopropyl-lH~pyrazol-4-yl]propoxy)-3- 
methoxyphenyl) acetic acid (299 mg, yield 60%) as colorless 
crystals, melting point: 148-149°C. 

0 Example 333 

To a mixture of 3-{ 3- (1-ethylpropyl) -1- [5- 
(trifluoromethyl)-»2-pyridinyl]-lH-pyrazol-4-yl}-l-propanol 
(500 mg) , methyl (l-ethyl-3Hiydroxy-lH-pyraz;ol~4-yl) acetate 
(297 mg) , tributylphosphine (728 jxL) and tetrahydrofuran (100 

» ml) was added 1 , 1 '-azodicarbonyldipiperidine (737 mg) at room 
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temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:5, volume ratio), A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
(25 ml) and ethanol (25 ml) was stirred at room temperature 
for 1 hour. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The residue was 
subjected to silica gel column chromatography, and [l-etbyl-3- 
(3- {3- (1-ethylpropyi) -1- [5- (trif luoromethyl) -2-pyridinyl] -1H- 
pyrazol~4-yl}propoxy)^lH-pyra2:ol"»4-yl] acetic acid (520 rag, 
yield 72%) was obtained as amorphous from a fraction eluted 
with ethyl acetate-hexane (2:3, volume ratio). 
*H-NMR (CDC1 3 ) 5: 0.85 (6H, t, J - 7.2 Hz), 1.40 (3H, t, J - 
7.2 Hz), 1.60 - 1.83 (4H, rn) , 2.01 - 2.13 (2B, m) , 2.52 - 2.67 
(3H, m) , 3.44 (2H, s) , 3.96 (2H, q, J" = 7.2 Hz) , 4.21 - 4.28 
(2H, rn) , 7.20 (1H, s) , 7.90 - 7.96 (1H, m) , 8.02 (1H, d, J - 
8.4 Hz) , 8.31 (1H, s) , 8.56 - 8,60 (1H, m) . 
Exaragple 334 

To a mixture of 3- {3-butyl-l- [5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (1- 
ethyl~3~hydroxy~lH~pyrazol-4~yl) acetate (310 mg) , 
tributylphosphine (762 p£) and tetrahydrofuran (100 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (727 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a white solid was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:3, volume ratio). A mixture of the obtained solid, IN 
aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran (25 
ml) and ethanol (25 ml) was stirred at room temperature for 1 
hour. IN Hydrochloric acid (25 ml) was added, and the mixture 

503 



WO 03/099793 



PCT/JP03/06389 



was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgSO*) and concentrated. The obtained white solid was 
recrystallized from ethyl acetate-hexane to give [3-(3-{3- 
5 butyl-1- [5- {trif luor omethy 1 ) -2~pyridinyl] -lH-pyrazol-4- 

yl}propoxy) -l-ethyl-lH-pyrazoi«~4~yl] acetic acid (403 mg, yield 
55%) as colorless crystals, melting point: 109-110°C. 
Example 335 

To a mixture of 3-{3-ethoxy-l- [5- {trif luoromethyl) -2~ 

0 pyridinyl] -lH-pyrazol~4-~yl }~l-propanol (500 mg) , methyl (1- 
ethyl-3-hydroxy"lH-pyra2ol-4™yl) acetate (322 mg) , 
tributylphosphine {792 jiL) and tetrahydrofuran (100 ml) was 
added 1 r 1 '-azodicarbonyldipiperidine (802 mg) at room 
temperature and the mixture was stirred overnight. The 

5 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
{1:3, volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml} , tetrahydrofuran 

0 (25 ml) and ethanol (25 ml) was stirred at room temperature 
for 1 hour, IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate* The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained white 

5 solid was recrystallized from ethyl acetate-hexane to give [3- 
(3-{3-ethoxy-l- [5- (trif luoromethyl) -2-pyridinyl] -lH~pyra2;ol-4-- 
yl}propoxy) ~l-ethyl-lH~pyrazol-4~yl] acetic acid (398 mg, yield 
54%) as colorless crystals, melting point: 108-109 o C, 
Example 336 

0 To a mixture of 3- [1- (3 ,5-dichloro-2-pyridyl) -3- 

isopropyl-lH-pyrazol-»4-yl]-l-propanol (500 mg) , methyl (2~ 
hydroxy-3-methoxyphenyl) acetate (315 rag), tributylphosphine 
(645 mg) and tetrahydrofuran (60 ml) was added 1,1'- 
azodicarbonyldipiperidine (805 mg) at room temperature and the 

s mixture was stirred overnight. The reaction solution was 
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concentrated and isopropyl ether (20 ml) was added to the 
residue- The insoluble material was removed by filtration and 
the filtrate was concentrated* The residue was subjected to 
silica gel column chromatography, and a colorless oil was 

5 obtained from a fraction eluted with ethyl acetate-hexane 

(l:4 r volume ratio)* A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (3 ml) r tetrahydrofuran 
(6 ml) and methanol (6 ml) was stirred at 50°C for 2 hours and 
poured into water. 2N Hydrochloric acid (3 ml) was added, and 

0 the mixture was extracted with ethyl acetate* The ethyl 
acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS04) and concentrated* The 
obtained colorless crystals were collected by filtration to 
give (2- { 3- [1- (3 , 5~dichloro~2-pyridyl) -3-isopropyl-lH-pyrazol- 

5 4-yl]propoxy}-3~methoxyphenyl) acetic acid (550 mg, yield 72%), 
The crystals were recrystallized from ethyl acetate-hexane * 
melting point: 105~106°C* 
Example 337 

To a mixture of 6- [4- (3-hydroxypropyl) -3-isopropyl-lH- 

0 pyrazol-l-yl]pyridazine-3-carbonitrile (500 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (430 mg) , tributylphosphine 
(740 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (930 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 

5 concentrated* The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, 2H hydrochloric acid 
(3 ml) and 1,4-dioxane (6 ml) was stirred while heating under 

0 reflux for 6 hours. Water (20 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 
gel column chromatography, and (2-{3~ [1- (6-cyanopyridazin-3- 

5 y 1 ) -3-isopropy l-lH-pyrazol-4-yl ] propoxy } -3- 
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rnethoxyphenyl) acetic acid (300 mg, yield 37%) was obtained as 
colorless crystals from a fraction eluted with, ethyl acetate- 
hexane (1:1, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 132-133°C. 
5 Example 338 

To a mixture of 2- [4- (3-hydroxypropyl) -3~i3opropyl-lH- 
pyrasol~l~yl]pyrimidine--5~carbonitrile (330 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (280 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

10 azodicarbonyldipiperidine (930 mg) at room temperature and the 
mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:3, volume ratio) . 

15 A mixture of the obtained oily substance, 2N hydrochloric acid 
(3 ml) and 1,4-dioxane (6 ml) was stirred while heating under 
reflux for 6 hours. Water (20 ml) was added, and the mixture 
was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 

20 (MgS04) and concentrated. The residue was subjected to silica 
gel column chromatography, and (2- {3- [1- (5-cyanopyrimidin~2- 
yl ) -3-isopr opy 1-lH-pyr azol-4-y 1 ] propoxy } -3- 

methoxyphenyl) acetic acid (140 mg, yield 28%) was obtained as 
colorless crystals from a fraction eluted with ethyl acetate- 

25 hexane (3:1, volume ratio). The crystals were recrystallized 
from ethyl acetate-hexane. melting point: 167~-168°C. 
Example 339 

To a mixture of 3- {3- (1-ethylpropyl) -1- [6- 
(trifluoromethyl) pyridazin-3-yl]-lH-pyrazol-4-yl}~l~-propanol 

50 (700 mg) , methyl (2-hydroxy-3-methoxyphenyl) acetate (480 mg) w 
tributylphosphine (820 mg) and tetrahydrofuran (50 ml) was 
added I , 1 '-azodicarbonyldipiperidine (1.03 g) at room 
temperature and the mixture was stirred overnight* The 
reaction solution was concentrated. The residue was subjected 

35 to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance , 
IN aqueous sodium hydroxide solution (4 ml) , tetrahydrofuran 
(6 ml) and methanol (6 ml) was stirred at room temperature for 
5 5 hours. IN Hydrochloric acid (4 ml) was added, and the 

mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 
solution, dried (MgS0 4 ) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-(3~ 
10 {3- (1-ethylpropyi) -i-[6- (trif luoromethyl) pyridazin-3-yl] -1H- 
pyrazol-4-yl}propoxy) -3-methoxyphenyl] acetic acid (760 mg, 
yield 76%) * The crystals were recrystallized from ethyl 
acetate-hexane. melting point: 81-™82 C> C. 
Example 340 

• 5 To a mixture of 3~ {3- (1-ethylpropyl) -1- [6- 

{trif luoromethyl) pyridazin-3-yl] -lH~pyrazol-4~yl }-l-propanol 
{700 mg) , methyl ( 2~hydroxy-3-me thy Iphenyl) acetate {440 mg) , 
tributylphosphine (820 mg) and tetrahydrofuran (50 ml) was 
added 1 , 1 ' -azodicarbonyldipiperidine (1.03 g) at room 

f0 temperature and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio), A mixture of the obtained oily substance , 

• 5 IN aqueous sodium hydroxide solution (4 ml) , tetrahydrofuran 
(6 ml) and methanol (6 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid (4 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated aqueous sodium chloride 

w solution, dried (MgSOij) and concentrated. The obtained 

colorless crystals were collected by filtration to give [2- (3- 
{3- (1-ethylpropyl) -1- [6- (trif luoromethyl) pyridazin-3-yl] -1H- 
pyrazol-4-yl}propoxy)-3-methylphenyl] acetic acid (730 mg, 
yield 73%) . The crystals were recrystallized from ethyl 

rs acetate-hexane. melting point: 76-77°C. 
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Example 341 

To a mixture of 3- {3- (1-ethylpropyl) -1- [6- 
(trifluoromethyl)pyridazin-3-Yl]-lH-pyrazol»4-yl}-l--propanol 
(280 mg) , methyl (3-ethyl~2-hydroxyphenyl) acetate {180 mg) , 
5 tributylphosphine (330 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine {410 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
0 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio) . A mixture of the obtained oily substance r 
IN aqueous sodium hydroxide solution (2 ml) r tetrahydrofuran 
{4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours. IN Hydrochloric acid {2 ml) was added and the mixture 
5 was extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated aqueous sodium chloride solution, dried 
(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give [3-ethyl-2- (3-{ 3- (1- 
ethylpropyi) -1- [6- (trif luoromethyl) pyridazin-3-yl] -lH-pyrazol- 
0 4-yllpropoxy) phenyl] acetic acid (250 mg, yield 60%). The 
crystals were recrystallized from ethyl acetate-hexane . 
melting point: 93-94°C. 
Example 342 

To a mixture of 3-{3~ (1-ethylpropyl) -1™ 15- 
5 (trifluoromethyl)pyrimidin-2-yl]-lH-pyrazol->4-yl}propanol {550 
mg) , methyl (2~hydroxy-3-methoxyphenyl) acetate (350 mg) , 
tributylphosphine (710 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (930 mg) at room 
temperature and the mixture was stirred overnight. The 
) reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
2H hydrochloric acid (3 ml) and 1,4-dioxane (6 ml) was stirred 
' while heating under reflux for 6 hours. Water (20 ml) was 
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added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgSO«) and concentrated. The residue 
was subjected to silica gel column chromatography, and [2- (3- 
5 {3-(l-ethylpropyl)-l-[5-"(trifluoromethyl)pyrimidin~2-yl]-lH- 
pyrazol-4-yl}propoxy)-3-methoxyphenyl] acetic acid (180 mg, 
yield 22%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:1, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane. 
10 melting point: 163-164°C. 
Example 343 

To a mixture of 3-{3- (1-ethylpropyl) -1- [5- 
(trifluoromethyl)pyrimidin-2-yl] -lH-pyrazol-4-yl}propanol {610 
mg) , methyl (2-hydroxy~3-methylphenyl) acetate (360 mg) , 
15 tributylphosphine (720 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (900 mg) at room 
temperature and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
20 obtained from a fraction eluted with ethyl acetate-hexane 

(1:4, volume ratio). A mixture of the obtained oily substance, 
2N hydrochloric acid (3 ml) and 1,4-dioxane (6 ml) was stirred 
while heating under reflux for 6 hours. Water (20 ml) was 
added, and the mixture was extracted with ethyl acetate. The 
25 ethyl acetate layer was washed with saturated aqueous sodium 
chloride solution, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and [2-{3- 
{3- (1-ethylpropyl) -1- [5- (trifluoromethyl)pyrimidin-2-yl] -1H- 
pyrazol-4-yl}propoxy)-3-methylphenyl] acetic acid (260 mg, 
30 yield 30%) was obtained as colorless crystals from a fraction 
eluted with ethyl acetate-hexane (1:1, volume ratio). The 
crystals were recrystallized from ethyl acetate-hexane. 
melting point: 110-111°C. 
Example 344 

To a mxxture of 3-{3-isopropyl-l- [5- (trif luoromethyl) - 
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l r 3 jr 4-th.iadiazol-2-yl]-lH-pyrazol-4-yl}~l-propanol (400 rag), 
methyl (2-hydroxy-3-methoxyphenyl) acetate (270 mg) , 
tributylphosphine (510 mg) and tetrahydrofuran (30 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (630 mg) at room 
5 temperature, and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:4, volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
{4 ml) and methanol (4 ml) was stirred at room temperature for 
5 hours, and IN hydrochloric acid (2 ml) was added. The 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgSO fl ) and 
concentrated. The obtained colorless crystals were collected 
by filtration to give [2- (3~{3-isopropyl-l- [5- 
(trifluoromethyl) -1 ,3,4-thiadiazol~2-yl] -lH-pyrazol-4- 
yl}propoxy)-3-methoxyphenyl] acetic acid (131 mg, yield 22%) as 
colorless crystals. The crystals were recrystallized from 
ethyl acetate-hexane. melting point: 114-115 0 C. 
Example 345 

To a mixture of 3~{3-tert~butyl-l- [5- (trif luoromethyl) ~2~ 
pyridinyl]-lH-pyrazol-4-yl}-l~propanol (500 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (330 mg) , tributylphosphine 
(762 ul) and tetrahydrofuran (75 ml) was added 1,1'- 
azodicarbonyldipiperidine (772 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a pale-yellow oily substance was obtained 
from a fraction eluted with ethyl acetate-hexane (1:9, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour, 
and IN hydrochloric acid (25 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
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washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The obtained colorless oil was crystallized from hexane to 
give [2- (3-{3-tert-butyl-l- [5- (trif luoromethyl) -2-pyridinyl] - 
lH-pyrazol-4-yl}propoxy)-3-methoxyphenyl] acetic acid (511 mg, 
5 yield 68%) as colorless crystals, melting point: 94-95°c. 
Example 346 

To a mixture of 3- { 3-tert-butyl-l- [ 5- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (380 mg) , methyl (2- 
hydroxy-3-methylphenyl) acetate (230 mg) , tributylphosphine 

10 (578 ul) and tetrahydrofuran (50 ml) was added 1,1'- 

azodicarbonyldipiperidine (585 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a yellow oily substance was obtained from 

35 a fraction eluted with ethyl acetate-hexane (1:9, volume 

ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution (25 ml) , tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour, 
and IN hydrochloric acid (25 ml) was added. The mixture was 

20 extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The obtained pale-yellow oily substance was crystallized from 
hexane to give [2- (3- (3-tert-butyl-l™ [5- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl}propoxy) -3-methylphenyl] acetic acid 
25 (236 mg, yield 43%) as colorless crystals, melting point: 86- 
87°C. 

Example 347 

To a mixture of 3- {3-tert-butyl-l- [5- (trif luoromethyl) ~2~ 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , methyl (3- 

30 ethyl~2-hydroxyphenyl) acetate (326 mg) , tributylphosphine (762 
pi) and tetrahydrofuran (75 ml) was added 1,1'- 
azodicarbonyldipiperidine (772 mg) at room temperature, and 
the mixture was stirred overnight. The reaction solution was 
concentrated. The residue was subjected to silica gel column 

35 chromatography, and a yellow oily substance was obtained from 
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a fraction eluted with ethyl acetate-hexane {1:9, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution {25 ml) p tetrahydrofuran (25 ml) and 
ethanol (25 ml) was stirred at room temperature for 3 hours 

5 and IN hydrochloric acid {25 ml) was added. The mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried {MgS0 4 ) and concentrated. 
The obtained pale-yellow oily substance was crystallized from 
hexane to give [2- <3~{3~tert-butyl-l~ [5- (trif luoromethyl) ~2- 

0 pyridinyl]-lH~pyrazol-4-yl}propoxy) ™3-ethylphenyl] acetic acid 
<370 mg, yield 49%) as colorless crystals, melting point: 9 8- 
99°C. 

Example 348 

To a mixture of 3-{3- (1-ethylpropyl) -1- [5- 

5 (trif luorome thy 1) -2-pyridinyl] -lH-pyrazol-4-yll-l-propanol 
(330 mg) , methyl (3-hydroxy»2-methyl-4-pyridinyl) acetate (175 

mg) , tributylphosphine (538 pi) and tetrahydrofuran (50 ml) 
was added 1 r 1 '-azodicarbonyldipiperidine (488 mg) at room 
temperature, and the mixture was stirred at 50°C for 2 hours. 

6 The reaction solution was concentrated. The residue was 
subjected 'to silica gel column chromatography, and a yellow 
oily substance was obtained from a fraction eluted with ethyl 
acetate-hexane (1:4, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution {15 ml) , 

5 tetrahydrofuran (15 ml) and ethanol {15 ml) was stirred at 
room temperature for 30 minutes. IN Hydrochloric acid (15 ml) 
was added, and the mixture was extracted with ethyl acetate. 
The ethyl acetate layer was washed with saturated brine, dried 
(MgS0 4 ) and concentrated. The residue was subjected to silica 

0 gel column chromatography, and a yellow oily substance was 
obtained from a fraction eluted with methane 1-ethyl acetate 
(1:3, volume ratio). The obtained a yellow oily substance was 
crystallized from hexane to- give [3-{3-{3- (1-ethylpropyl) -1- 
[5- {trif luoromethyl) -2-pyridinyl] -lH~pyrazol-4-yl}propoxy) -2- 

5 methyl~4-pyridinyl]acetic acid (53.0 mg, yield 11%) as pale- 
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yellow crystals, melting point: 78-79°C. 
Example 349 

To a mixture of 2-{3-isopropyl~-l-[5~ (trif luoromethyi) -2- 
pyridyl]^lH~pyrasol-4-yl}~l-ethanol (400 mg) , methyl (2~ 
5 hydroxy-3-methoxyphenyl) acetate (315 mg) , tributylphosphine 
(540 mg) and tetrahydrofuran (30 ml) was added l,l r - 
azodicarbonyldipiperidine (670 mg) at room temperature, and 
the mixture was stirred overnight* The reaction solution was 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane (1:4, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (4 ml) and methanol 
(4 ml) was stirred at room temperature for 5 hours. IN 
Hydrochloric acid (2 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated. 
The obtained colorless crystals were collected by filtration 
to give (2-{3-isopropyl-l- [5- (trif luorome thy 1) -2-pyridyl] -1H- 
pyrazoi-4-yl}ethoxy-3-methoxyphenyl) acetic acid (535 mg, yield 
86%) as colorless crystals. The crystals were recrystallized 
from ethyl acetate-hexane . melting point: 165-166<>C. 
Example 350 

To a mixture of 3- [1- (5~bromo-2-pyridinyl) -3- (1- 
ethylpropyl)-lH-pyrazol-4-yl]«l-»propanol (400 mg) f methyl (2- 
hydroxy™3-methoxyphenyl) acetate (230 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (610 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated* The residue was subjected to silica gel column 
chromatography, and methyl (2-{3- [1^ (5-bromo~2-~pyridinyl) -3- 
{ 1-ethylpropyl ) -lH-pyrazol-4-y 1 3 propoxy } -3- 

methoxyphenyl) acetate (520 mg, yield 86%) was obtained as a 
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colorless oil from a fraction eluted with ethyl acetate-hexane 
{1:9, volume ratio). 

L H— NMR (CDCI3) §: 0.87 (6H, t r J=7 . 6 Hz) , 1.69-1.79 (4H f m) , 
2.02-2.09 (2H, m) , 2. 57-2. 67 {3H, m) , 3.68 (3H, s) , 3.69 {2H, 
5 s) , 3.85 (3H, s) r 4.06 (2H r t, J-6 . 4 Hz) , 6.82-6.87 (2H r m) , 
7.01 (1H, t, J-8.0 Hz), 7.83-7.84 (2H, m) , 8.25 (1H, s) r 8.33- 
8.39 (!H f in) . 
Exainple 351 

A mixture of methyl (2-{3- [1- (5-bromo~2-pyridinyl) -3- (1- 
10 ethylpropyl) -lH-pyrazol-4-yl]propoxy}~3~methoxyphenyl) acetate 
(500 mg) f IN aqueous sodium hydroxide solution (7 ml) , 
tetrahydrofuran {5 ml) and methanol (7 ml) was stirred at room 
temperature for 4 hours and IN hydrochloric acid (7 ml) was 
added. The mixture was extracted with ethyl acetate. The 
« ethyl acetate layer was washed with saturated brine, dried 

(MgS0 4 ) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5-bromo-2- 
pyridinyl) -3- ( 1-ethylpropyl) -lH~-pyrazol~4-yl3propoxy }-3- 
methoxypheny 1 ) acetic acid (430 mg r yield 88%), The crystals 
20 were recrystallized from hexane-ethyl acetate . melting point: 
9 4 *™** 9 5 . 
Example 352 

To a mixture of 3™ [1- (5-bromo-2--pyridinyl) -3- (1- 
ethylpropyl) -lH-pyrazol-4-yl] -l-propanol (400 mg) r methyl (2-~ 

25 hydr oxy-3 -me thy Iphenyl) acetate {210 mg) , tributylphosphine 
(490 mg) and tetrahydrofuran (30 ml) was added l,l r - 
asodicarbonyldipiperidine (610 mg) at room temperature r and 
the mixture was stirred overnight at 65°C, The reaction 
solution was concentrated. Isopropyl ether was added and the 

50 insoluble material was filtered off* The filtrate was 

concentrated. The residue was subjected to silica gel column 
chromatography , and methyl (2- {3- [1- {5~~bromo-2-pyridinyl) -3- 
( 1-ethylpropyl ) -lH-pyraz ol-4-yl ] propoxy } -3- 

methyiphenyl) acetate (380 mg f yield 65%) was obtained as a 
35 colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:9, volume ratio). 

l H-NMR (CDCI3) 8: 0.87(6H, t ( J=7 . 2 Hz), 1.68-1.78 (4H,m) , 
2.07-2.13 (2H, m) , 2.30 (3H, s) , 2.57-2.70 (3H r ra) , 3.68 (2H r 
s) r 3.68 (3H, s) , 3.87 (2H, t, J=6.4 Hz), 6.99 (1H, t, J-7 . 6 
5 Hz), 7.09-7.11 (2H, m) , 7.84 <2H, ra),.8.24 (1H, s) , 8.38-8.39 
(1H, m) - 
Example 353 

A mixture of methyl (2-{3- [1- £5-bromo-2-pyridinyl) -3- <1- 
ethylpropyl) -lH-pyrazol-4-yljpropoxy }-3-methylphenyl) acetate 

10 (360 mg) , IN aqueous sodium hydroxide solution (7 ml) r 

tetrahydrofuran (5 ml) and methanol (7 ml) was stirred at room 
temperature for 4 hours and IN hydrochloric acid (7 ml) was 
added. The mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 

15 (MgSOs) and concentrated. The obtained colorless crystals were 
collected by filtration to give (2-{3- [1- (5-bromo~2- 
pyridinyl)-3~ (l™ethylpropyl) ~lH-pyrazol~4---yl]propoxy}-3- 
me thy Iphenyl) acetic acid (310 mg, yield 89%). The crystals 
were recrystallized from hexane-ethyl acetate, melting point: 

20 120~121°C. 
Example 354 

To a mixture of 3- [1- (S-bromo-2-pyridinyl) -3- (1- 
ethylpropyl)-lH-pyrazol-4-yl]-l»propanol (400 mg) , methyl (3- 
ethyl™2-hydroxyphenyl) acetate (230 mg) , tributylphosphine (490 

25 mg) and tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine (610 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated, Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 

30 concentrated. The residue was subjected to silica gel column 
chromatography, and methyl {2- { 3- [1- (5~bromo~2~pyridinyl) -3- 
(1-ethylpropyl) -lH-pyrazol-4-yl]propoxy }*~3-ethy Iphenyl) acetate 
(280 mg, yield 47%) was obtained as a colorless oil from a 
fraction eluted with ethyl acetate-hexane (1:9, volume ratio). 

* 5 l H-MMR (CDCI3) §: 0.88 (6H, t, J-7 . 6 Hz), 1.23 (3H, t, 6 
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Hz), 1,69-1.79 (4H, m) , 2.08-2.15 (2H r rrt) , 2.58-2.70 (5H, m) , 
3.68 (2H r s) , 3.68 {3H, s) , 3.86 (2H,t, J-6.4Hz>, 7.04 (1H, t, 
J-7,6 Hz), 7.11 (1H, dd f 2.0 Hz), 7.15 (1H, dd, J-7 . 6 , 

2.0 Hz) , 7.84 {2H, m) , 8,24 (1H, s) , 8.39 (1H, m) . 
5 Example 355 

A mixture of methyl (2-{3- [1- (5-bromo-2-pyridinyl) -3- (1- 
ethylpropyl) ~lH~pyrazol~4~yl]propoxy }-3-ethylplienyl) acetate 
(220 mg) , IN aqueous sodium hydroxide solution (5 ml) , 
tetrahydrofuran (5 ml) and methanol (5 ml) was stirred at room 
0 temperature for 4 hours. IN Hydrochloric acid (5 ml) was 

added, and the mixture was extracted with ethyl acetate. The 
ethyl acetate layer was washed with saturated brine, dried 
(MgS0 4 )"and concentrated. The obtained colorless crystals were 
collected by filtration to give {2-{3- [1- (5~foromo~2- 
pyridinyl) -3- (1-ethylpropyl) -lH™pyrazol-4~~yl]propoxy }-3- 
ethylphenyl) acetic acid (180 rag, yield 84%). The crystals were 
recrystallized from hexane-ethyl acetate, melting point: 
123°C. 

Example 356 

To a mixture of 3-{3-isopropyl-l~ [5- (trif luoromethyl) -2- 
pyridinyl ] ~lH~pyrazol-4-yl }~l-propanol (410 mg) , methyl (2- 
hydroxy-3-isopropylphenyl) acetate {280 mg) , tributylphosphine 
(560 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine {700 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl t3-isopropyl-2~ (3-{3<-isopropyl-l~ 
[5- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetate {430 mg, yield 66%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane {1:9, volume ratio). 

X H»NMR (CDC1 3 ) 8: 1.22 {6H r d, J-6.8 Hz), 1.36 (6H, d, J-7. 2 
Hz), 2.12-2.18 (2H, m) , 2.74 (2H, t, j-8 . 0 Hz) f 3.04-3.10 (1H, 
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m) , 3.25-3*31 (1H, m) , 3.69 (2H, s> , 3.69 (3H, s) , 3.86 (2H, 
t, Hz) , 7.06-7.11 (2H,m) , 7.19-7.21 (1H, m) , 7.95 <1H, 

dd, J-8.8, 2.4 Hz) , 8.04 (lH r d, J-8.8 Hz), 8.33 (1H, s) , 
8. 60-8.61 (1H, m) . 
5 Example 357 

A mix-tore of methyl [3~isopropyl-2- (3-~{ 3-isopropyl-l- [5- 
(trif luoromethyl) -2-~pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl ] acetate {420 mg) r IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran {5 ml) and methanol 

0 (5 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgSO*) and concentrated. 
The obtained colorless crystals were collected by filtration 

5 to give [3-isopropyl-2- (3- {3-isopropyl-l- [5- (trif luoromethyl) - 
2-pyridinyl]-lH™pyrazol-4-yl}propoxy) phenyl] acetic acid (310 
mg, yield 76%) . The crystals were recrystallized from hexane- 
ethyl acetate, melting point: 108-109°C. 
Example 358 

0 To a mixture of 3- { 3 -propyl- 1- [5- (trif luoromethyl) -2- 

pyridinyl]-lH-pyrazol-4-yl}-l-propanoi (410 mg) , methyl (2- 
hydroxy~3-isopropylphenyl) acetate (280 mg) , tributylphosphine 
(560 mg) and tetrahydrofuran (30 ml) was added 1,1'- 
azodicarbonyldipiperidine (700 mg) at room temperature, and 

5 the mixture was stirred overnight at 65°C. The reaction 

solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off* The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [3-isopropyl-2- (3-{3-propyl-l- [5- 

0 (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4- 

yl}propoxy) phenyl] acetate (430 mg, yield 66%) was obtained as 
a colorless oil from a fraction eluted with ethyl acetate- 
hexane (1:9, volume ratio). 

X H-NMR (CDC1 3 ) 8: 1.04 (3H, t, J-7.2 Hz) , 1.21 (6H, d, J-7 . 2 
5 Hz) , 1.73-1.81 (2H, m) , 2.11-2.17 <2H, m) , 2.66 (2H, t, J-8.0 
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Hz), 2.71 <2H, t, J=8.0 Hz), 3.25-3.31 (1H, m) , 3.68 (2H, s) , 
3.68 (3H, s) , 3.85 (2H, t, .1=6.4 Hz), 7.06-7.11 '(2H, m) , 7.20 

(1H, dd, J-7.0, 2.4 Hz), 7.96 (1H, dd r J-B.4, 2.4 Hz), 8.02 

(1H, d, J=8.4 Hz), 8.34 (1H, s) , 8.61 (1H, m) . 
Example 359 

A mixture of methyl [3-isopropyl-2- (3-{3-propyl~l~ [5- 

( trif luoromethyl) ~2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) phenyl] acetate (420 rag), IN aqueous sodium 
hydroxide solution (5 ml) , tetrahydrofuran (5 ml) and methanol 

(5 ml) was stirred at room temperature for 4 hours. IN 
Hydrochloric acid (5 ml) was added, and the mixture was 
extracted with ethyl acetate. The ethyl acetate layer was 
washed with saturated brine, dried (MgS0 4 ) and concentrated.. 
The obtained colorless crystals were collected by filtration 
to give E3-isopropyl-2- (3- { 3-propyl-l- [5- (trif luoromethyl) -2- 
pyridinyl J -lH-pyrazol-4~yl}propoxy) phenyl] acetic acid (350 mg, 
yield 86%) . The crystals were recrystallized from hexane-ethyl 
acetate, melting point: 102-103°C. 
Example 360 

To a mixture of 3- (3-isopropy 1-1- [3- (trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (300 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate (190 mg) , tributylphosphine 
(410 mg) and tetrahydrofuran (20 ml) was added 1,1'- 
azodicarbonyldipiperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [2~ (3-{3-isopropyl-l- [3- 
(trif luoromethyl) -2-pyridinyl]-lH-pyrazol-4-yl}propoxy) -3- 
methoxyphenyl] acetate (440 mg, yield 94%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio) . 

1 H— NMR (CDCls) 5: 1.33 (6H, d, J=6 . 8 Hz), 2.05-2.12 (2H, m) , 
2.68-2.72 (2H, m) , 3.01-3.08 (1H, m) , 3.67 (3H, s) , 3.69 (2H, 
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s) , 3.83 <3H, s) , 4.07 (2H, t, J-6.4 Hz), 6.82-6.86 (2H, m) , 
6.98-7.02 (1H, m) , 7.31 (1H, dd, J-8.0, 4.8 Hz), 8.01 (1H, s) , 
8.14 (lH r dd, J-8.0, 1.6 Hz) r 8.59 (1H, dd, J=4 . 8 , 1.6 Hz). 
Example 361 

5 A mixture of methyl [2- (3- {3-isopropyl-l- [3- 

(trif luoromethyl) -2-pyridinyl] ~lH-pyrazol-4-yl}propoxy) -3- 
methoxyphenyl] acetate (420 mg) , IN aqueous sodium hydroxide 
solution (6 ml) , tetrahydrofuran (5 ml) and methanol (6 ml) 
was stirred at room temperature for 4 hours. IN Hydrochloric 

10 acid (6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSO^) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2-{3- 
{3-isopropyl-l- [3- (trif luoromethyl) -2-pyridinyl] -lH-pyrazol-4~ 

15 yljpropoxy) -3-methoxyphenyl] acetic acid (370 mg, yield 91%) as 
a colorless oil. 

X H— NMR (CDC1 3 ) 8: 1-29 (6H r d, J-6 . 8 Hz), 2.15-2.22 (2H, m) , 
2.65 {2H F t, J=7.2 Hz), 2.96-3.03 (1H, m) , 3.70 {2H, s) , 3.83 

(3H r s) , 4.05-4.09 (2H, m) , 6.82-6.86 (2H, m) , 7.00 (1H, t, 
20 J-8.0 Hz), 7.36 {1H, dd, J-7.6, 4.8 Hz), 8.07 (lH r s) , 8.18 

(1H, dd, J-7.6, 1.6 Hz), 8.57 (1H, dd, J-4 . 8 , 1.6 Hz). 
Example 362 

To a mixture of 3- {3-isopropyl-l~ [4- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl}-l-propanol (300 mg) , methyl (2- 

25 hydroxy™3 -me thoxyphenyl) acetate (190 mg) , tributylphosphine 
(410 mg) and tetrahydrofuran (20 ml) was added 1,1 
azodicarbonyldipiperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 

30 insoluble material was filtered off. The filtrate was 

concentrated. The residue was subjected to silica gel column 
chromatography, and methyl [2- (3-{3~isopropyl-l- [4- 
(trif luoromethyl) -2-pyridinyl] -lH-pyrazol~4-yl }propoxy) -3- 
me thoxyphenyl] acetate (400 mg, yield 85%) was obtained as a 

35 colorless oil from a fraction eluted with ethyl acetate-hexane 
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(1:9, volume ratio) . 

1 H-NMR {CDCI3) 5: l + 35 (6H r d r J=6.8 Hz) , 2,05-2,12 (2H, m) , 
2.68-2.72 (2H, m) , 3.03-3.10 (1H, m) , 3.67 (3H, s) , 3.69 (2H, 
s) , 3.85 (3H, s) , 4.07 (2H r t r J-6.4 Hz), 6.83-6.86 (2H, m) , 
5 6.99-7.03 (1H, m) , 7.28 (1H, d, J-5.2 Hz), 8.16 (1H, s) , 8.31 
(1H, s) , 8.50 (1H, d, J=5.2 Hz). 
ExantpXe 363 

A mixture of methyl [2- (3*-{3-isopropyl-l- [4- 
(trifluoromethyl) -2-pyridinyl] ~~lH~*pyrazol-4-yl}propoxy) -3™ 

10 methoxyphenyl] acetate (310 mg) , IN aqueous sodium hydroxide 
solution (6 ml) , tetrahydrofuran (5 ml) and methanol (6 ml) 
was stirred at room temperature for 4 hours. IN Hydrochloric 
acid (6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 

15 saturated brine, dried (MgSO^) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2— (3— 
{3-isopropyl-l- [4- (trifluoromethyl) -2-pyridinyl] -lH-pyrazol-4- 
yl}propoxy) -3 -methoxyphenyl] acetic acid (260 mg, yield 86%)* 
melting point: 127~128°C. 

20 Example 364 

To a mixture of 3- {3-isopropyl-l- [6- (trifluoromethyl) -2- 
pyridinyl] -lH-pyrazol™4-yl}-l-~propanol (300 mg) , methyl (2- 
hydroxy-3-methoxyphenyl) acetate {190 mg) , tributylphosphine 
(410 mg) and tetrahydrofuran (20 ml) was added 1,1'- 

25 asodica.rbonyldipiperidine (520 mg) at room temperature, and 
the mixture was stirred overnight at 65°C. The reaction 
solution was concentrated. Isopropyl ether was added and the 
insoluble material was filtered off. The filtrate was 
concentrated. The residue was subjected to silica gel column 

30 chromatography, and methyl [2- (3~{ 3-isopropyl-l- [6- 

{trif iuoromethyl) -2-pyridinyl] ~lH-pyrazol-4-yl}*propoxy) -3— 
methoxyphenyl] acetate (390 mg, yield 83%) was obtained as a 
colorless oil from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). 

35 a H-NMR (CDCI3) 5: 1.34 (6H, d, J=6 . 8 Hz), 2.05-2.12 (2H, m) r 
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2.68-2.72 (2H, m) r 3.03-3.09 (lH,m) , 3.68 (3H, s) , 3.69 (2H, 
s) , 3.86 (3H, s) , 4.07 (2H, t, J-6.4 Hz) , 6.83-6.87 (2H r m) r 
6.99-7.03 (IB, m) , 7.44 (1H, d, J-7.6 Hz), 7.88-7.92 (lH r m) f 
8.13 (lH r d f J=8.4 Hz), 8.35 (1H, s) . 
5 Example 365 

A mixture of methyl [2™ (3- {3-isopropyl-l- [6- 
( trif luoromethyl) -2~pyridinyl] -lE-pyrazol-4-yl}propoxy) -3- 
me thoxyphenyi] acetate (360 mg) , IN aqueous sodium hydroxide 
solution (6 ml) , tetrahydrofuran (5 ml) and methanol (6 ml) 
10 was stirred at room temperature for 4 hours. IN Hydrochloric 
acid (6 ml) was added, and the mixture was extracted with 
ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgSC 4 ) and concentrated. The obtained 
colorless crystals were collected by filtration to give [2- (3- 
15 {3-isopropyl-l- [6- (trif luoromethyl) -2~pyridinyl] -lH~pyrazol-4- 
yl}propoxy) -3 -me thoxyphenyi] acetic acid (290 mg r yield 83%). 
melting point: 95-97°C. 
Example 366 

To a mixture of 3-{3-tert-butyl-l-[6- 
20 { trif luoromethyl) pyridazi:a-3-yl] ~lH-pyrazol~4-yl}-l-propanol 
(300 mg) , methyl (2~hydroxy-3-methoxyphenyl) acetate (215 mg) , 
tributylphosphine (454 pi) and tetrahydrofuran (60 ml) was 
added 1 r l '-azodicarbonyldipiperidine (460 mg) at room 
temperature, and the mixture was stirred overnight. The 
25 reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a pale-yellow oily 
substance was obtained from a fraction eluted with ethyl 
acetate-hexane (l:10 r volume ratio) . A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (6 ml) , 
so tetrahydrofuran (6 ml) and methanol (6 ml) was stirred at room 
temperature for 1 hour. IN Hydrochloric acid (6 ml) was added, 
and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated. The residue was subjected to silica gel 
35 column chromatography. The fraction eluted with ethyl acetate- 
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hexane (1:1, volume ratio) was concentrated and crystallised 
from ethyl acetate-hexane to give [2- (3-{3-tert-butyi-l- [6- 
(trif luoromethyl) pyridazin-3-yl] -lH-pyra2ol-4-yl Jpropoxy) -3- 

- methoxyphenyl] acetic acid (-261 mg, yield 58%) as colorless 

5 crystals, melting point: 131-132°C. 
Exan£>le 367 

To a mixture of 3-{3— tert-butyl~l- [6— 
{ trif lnoromethyl ) pyridazin-3-yl]-lH-pyrazol-4-yl}-~l~propanol 
(350 mg) , methyl { 2 -hydroxy- 3 -me thy lphenyl) acetate (202 mg) , 

0 tributylphosphine (558 pi) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine {565 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography , and a yellow oily 

5 substance was obtained from a fraction eluted with ethyl 

acetate-hexane (1:10, volume ratio). A mixture of the obtained 
oily substance, IN aqueous sodium hydroxide solution (6 ml), 
tetrahydrofuran (6 ml) and methanol (6 ml) was stirred at room 
temperature for 1 hour, IN Hydrochloric acid (6 ml) was added, 

0 and the mixture was extracted with ethyl acetate. The ethyl 
acetate layer was washed with saturated brine, dried (MgS0 4 ) 
and concentrated. The residue was subjected to silica gel 
column chromatography. The fraction eluted with ethyl acetate- 
hexane (1:1, volume ratio) was concentrated, and crystallized 

5 from ethyl acetate-hexane to give [2- (3-{3-fcert~butyl-l- [ 6- 
( trif luoromethy 1 ) pyr idazin-3-yl ] ~lH-pyrazol-4-yl } propoxy ) -3- 
methy lphenyl] acetic acid (219 mg, yield 43%) as colorless 
crystals, melting point: 96-9 7°C. 
Example 368 

0 To a mixture of 3- [1- <5-bromo-2-pyridinyl) -3-tert-butyl- 

lH~pyrazol-4~yl]~l-propanol {200 mg) , methyl (2 -hydroxy- 3- 
methoxyphenyl) acetate (120 mg) , tributylphosphine (240 mg) and 
tetrahydrofuran {40 ml), was added 1,1'- 

azodicarbonyldipiperidine (300 mg) at room temperature, and 
5 the mixture was stirred for 3 hours. The reaction solution was 
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concentrated. The precipitated crystals were removed by 
filtration with diethyl ether and the filtrate was 
concentrated* The residue was subjected to silica gel column 
chromatography, and an oily substance (244 mg} was obtained 
5 from a fraction eiuted with ethyl acetate-hexane (1:5, volume 
ratio) * A mixture of the obtained oily substance, IN aqueous 
sodium hydroxide solution {2 ml) , tetrahydrofuran (3 ml) and 
methanol {3 ml) was stirred at 50°O-60°C for 1 hour. The 
reaction mixture was poured into water and the mixture was 

10 acidified with 2N hydrochloric acid. The mixture was extracted 
with ethyl acetate* The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2-{3- 
[1- (5~~-bromo-2~pyridinyl) -3-tert-butyl~lH-pyrazol-4- 

15 yl]propoxy}-3-methoxyphenyl) acetic acid (210 mg, yield 71%) 
was obtained as a colorless oil from a fraction eiuted with 
ethyl acetate-hexane (1:2, volume ratio)* 

X H--NMR (CDC1 3 ) 5: 1.37 (9H, s) , 2.1-2.35 (2H, m) , 2.78 (2H, d, 
J=7.2 Hz), 3.73 (2H, s) , 3.84 (3H, s) , 4*12 {2H, t, J-7 . 2 Hz), 
20 6.8-7.05 {3K, m) , 7.86 (2H F d, J-l . 4 Hz), 8.33 (1H, br s) , 
8*36 (1H, t, J-1.4 Hz) * 
Example 369 

To a mixture of 3- [1- (5-bromo-2-pyridinyl) -3~tert-butyl— 
lH-pyrazol-4-yl] -1-propanol (250 mg) , methyl ( 2 -hydroxy- 3- 
25 methylphenyl) acetate (200 mg) , tributylphosphine (450 mg) and 
tetrahydrofuran (30 ml) was added 1,1'- 

azodicarbonyldipiperidine {560 mg) at room temperature, and 
the mixture was stirred at 100°C for 6 hours. The reaction 
solution was concentrated. The precipitated crystals were 

30 filtrated with diethyl ether and the filtrate was 

concentrated. The residue was subjected to silica gel column 
chromatography, and an oily substance (250 mg) was obtained 
from a fraction eiuted with ethyl acetate-hexane (1:5, volume 
ratio) . A mixture of the obtained oily substance, IN aqueous 

55 sodium hydroxide solution (2 ml) , tetrahydrofuran (2 ml) and 
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methanol (2 ml) was stirred at 50°C-60°C for 1 hour. The 
reaction mixture was poured into water and the mixture was 
acidified with 2N hydrochloric acid. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
5 saturated brine, dried (MgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2~{3- 
[1- (5-bromo~2-pyridinyl) -3-tert-butyl~lH-pyrazol-4- 
yl]propoxy} -3 -methylphenyl) acetic acid (190 mg r yield 53%) was 
obtained as crystals from a fraction eluted with ethyl 
acetate-hexane (1:2, volume ratio). The crystals were 
recrystallized from diethyl ether-hexane . melting point: 62- 
63°C. 

Example 370 

To a mixture of 3- [3-tert-butyl-l- (5-chloropyridin~2-yl) - 
lH-pyrazol-4~yl]-l-propanol (240 mg) , methyl (2 -hydroxy- 3- 
methoxyphenyl) acetate (190 mg) , tributylphosphine (320 mg) and 
tetrahydrofuran (60 ml) was added 1,1'- 

azodicarbonyldipiperidine (400 mg) at room temperature, and 
the mixture was stirred for 15 hours. The reaction solution 
was concentrated* The residue was subjected to silica gel 
column chromatography, and a colorless oil was obtained from a 
fraction eluted with ethyl acetate-hexane {1:9, volume ratio). 
A mixture of the obtained oily substance, IN aqueous sodium 
hydroxide solution (2 ml) , tetrahydrofuran (2 ml) and ethanol 
(2 ml) was stirred at 50°C for 30 minutes and IN hydrochloric 
acid (2 ml) and water were added. The mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (HgS0 4 ) and concentrated. The residue 
was subjected to silica gel column chromatography, and (2-(3- 
t3-tert-butyl-l- (5-chloropyridin-2-yl) -lH-pyrazol~~4- 
yl]propoxy)~3-methoxyphenyl) acetic acid (230 mg, yield 61%) 
was obtained as colorless crystals from a fraction eluted with 
ethyl acetate-hexane (1:1, volume ratio). The crystals were 
recrystallized from hexane-diethyl ether to give colorless 
prism crystals, melting point: 87-88°C. 
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Example 371 

To a mixture of 3- [3-tert-butyl-~l~ (5-chloropyridin-2-yl) - 
lH~pyra&ol-4-yl] -1-propanol (240 mg) , methyl { 2 -hydroxy- 3 - 
methylphenyl) acetate (180 mg) , tributylphosphine (640 mg) and 
5 tetrahydrofuran (50 ml) was added 1,1 

azodicarbonyldipiperidine (800 mg) at room temperature , and 
the mixture was heated under reflux for 4 hours . The reaction 
solution was concentrated* The residue was subjected to silica 
gel column chromatography , and a colorless oil was obtained 

10 from a fraction eluted with ethyl acetate-hexane (0:100 to 

5:95, volume ratio) . A mixture of the obtained oily substance , 
IN aqueous sodium hydroxide solution (2 ml) , tetrahydrofuran 
(2 ml) and ethanol (2 ml) was stirred at 50°C for 30 minutes. 
IN Hydrochloric acid {2 ml) and water were added, and the 

15 mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS0 4 ) and 
concentrated to give (2-{3- [3-tert-butyl-l- (5-chloropyridin-2- 
yi) -lH-pyra2:ol-4-yljpropoxy}-3-methylphenyl) acetic acid (150 
mg, yield 42%) as colorless crystals. The crystals were 

20 recrystallized from hexane-diethyl ether to give colorless 
prism crystals, melting point: 112-113°C. 
Example 372 

To a mixture of [3-methyl-l- (2~pyridinyl) -~lH-~pyrazol~4~ 
yljmethanol (2.30 g) r ethyl 3- (4-*hydroxyphenyl) propionate 

25 (2.58 g) , tributylphosphine (4.93 g) and tetrahydrofuran (100 
ml) was added 1,1 '-azodicarbonyldipiperidine (6.16 g) at room 
temperature, and the mixture was stirred overnight at room 
temperature. The reaction solution was concentrated. The 
residue was subjected to silica gel column chromatography, and 

30 a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (10:90, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 
(15 ml) , tetrahydrofuran (15 ml) and ethanol (15 ml) was 
stirred at room temperature for 2 hours. IN Hydrochloric acid 

35 (15 ml) and water were- added, and the mixture was extracted 
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with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine r dried (MgS0 4 ) and concentrated to give 3-{4- 
[3-znethyl-l- (2-pyridinyl) ~lH-pyrazol-4~ 

ylmethoxyl phenyl} propionic acid (3.05 g, yield 74%) as 
5 colorless crystals. The crystals were recrystallised from 
ethanol-water. melting point: 129-130°C. 
Example 373 

To a mixture of [3 -me thy 1-1- (2-pyridinyl) -lH-pyrazol-4- 
yljmethanol (3-14 g) , methyl (4-hydroxyphenyl) acetate (3,00 

10 g) , tributylphosphine (6.71 g) and tetrahydrofuran (100 ml) 
was added 1 , 1 '-azodicarbonyldipiperidine (8.36 g) at room 
temperature, and the mixture was stirred overnight at room 
temperature. The reaction solution was concentrated. The 
residue was subjected to silica gel column chromatography, and 

15 a colorless oil was obtained from a fraction eluted with ethyl 
acetate-hexane (10:90, volume ratio). A mixture of the 
obtained oily substance, IN aqueous sodium hydroxide solution 
(20 ml) , tetrahydrofuran (20 ml) and ethanol (20 ml) was 
stirred at room temperature for 2 hours. IN Hydrochloric acid 

20 (20 ml) and water were added, and the mixture was extracted 
with ethyl acetate. The ethyl acetate layer was washed with 
saturated brine, dried (MgS0 4 ) and concentrated to give {4-[3~ 
methyl-1- (2-pyridinyl) ~lH-pyrazol-4-ylmethoxy ] phenyl } acetic 
acid (3.15 g, yield 59%) as colorless crystals. The crystals 

25 were recrystallized from ethanol-water . melting point: 161- 
162°C. 

Example 374 

To a mixture of 3-{3-ethoxy~l^- [5- (trif luoromethyl) -2- 
pyridinyl]-lH~pyrazol-4-yl}-l-propanol (500 mg) , ethyl 2-<3- 

?0 hydroxy-4-methylphenoxy) -2~methylpropanonate (455 mg) , 

tributylphosphine (792 ^L) and tetrahydrofuran (60 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (802 mg) at room 
temperature r and the mixture was stirred for 3 hours. The 
reaction solution was concentrated. The residue was subjected 

15 to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate-hexane 
(1:9 , volume ratio). A mixture of the obtained oily substance, 
IN aqueous sodium hydroxide solution (25 ml) , tetralxydrofuran 
{25 ml) and ethanol (25 ml) was stirred at room temperature 
5 for 3 hours , IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS0 4 ) and 
concentrated. The residue was subjected to silica gel column 
chromatography, and a colorless oil was obtained from a 

10 fraction eluted with ethyl acetate-hexane (3:7, volume ratio). 
A mixture of the obtained oily substance, lltf aqueous sodium 
hydroxide solution (1.20 ml), tetrahydrofuran {25 ml) and 
ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated. To a mixture of the residue and water (50 ml) 

15 was added calcium chloride (127 mg) dissolved in a small 
amount of water and the mixture was stirred at room 
temperature for 3 hours. The resulting white precipitates were 
collected by filtration to give calcium 2- [3- (3-~{ 3-ethoxy-l- 
[5- (trif luoromethyl) -2-pyridinyl]-lH-pyrazol-~4~~yl}propoxy) -4- 

20 methylphenoxy] -2-methylpropanoate (521 mg, yield 62%) as 
amorphous - 

a H-NMR (DM30-d G ) S: 1,34 (3H, t, J~7 . 0 Hz), 1.38 (6H, s) , 1.92- 
2,09 (2H, m) , 2.04 (3H, s) , 2.46-2,61 {2H, m) , 3.85-3.97 (2H, 
m) , 4,31 (2H, q, J-7 , 0 Hz), 6.31-6.39 (1H, m) , 6,41-6.47 (IE, 
25 m) , 6,85 (IB, d, J-8 . 0 Hz), 7.81 (IB, d, J-8 . 8 Hz), 8.22-8.30 
(1H, m) , 8,34 (1H, s) , 8.70-8.76 {1H, m) . 
Example 375 

To a mixture of 3~ {3-isopropyl-~l~ [5- {trif luoromethyl) -2- 
pyridinyl]-lH-pyrazol-4-yl}-l-propanol (500 mg) , ethyl 2-(3~ 

30 hydroxy-4-methylphenoxy) -2-methylpropanoate (458 mg) , 

tributylphosphine (797 jj,L) and tetrahydrofuran (50 ml) was 
added 1 , 1 '-azodicarbonyldipiperidine (807 mg) at room 
temperature, and the mixture was stirred overnight. The 
reaction solution was concentrated. The residue was subjected 

55 to silica gel column chromatography, and a colorless oil was 
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obtained from a fraction eluted with ethyl acetate-hexane 
{1:9, volume ratio). A mixture of . the obtained oily substance , 
IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
{25 ml) and ethanol (25 ml) was stirred at room temperature 
5 for 3 hours* IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS0 4 ) and 
concentrated. A mixture of the residue, IN aqueous sodium 
hydroxide solution (1.50 ml), tetrahydrofuran (25 mi) and 

10 ethanol (25 ml) was stirred at room temperature for 1 hour and 
concentrated* To a mixture of the residue and water (50 ml) 
was added calcium chloride (158 mg) dissolved in a small 
amount of water and the mixture was stirred at room 
temperature for 1 hour* The resulting white precipitates were 

15 collected by filtration to give calcium 2- [3- (3-{3~~isopropyl- 
1- [5- (trif luoromethyl) ~2~~pyridinyl] ~~lH-pyra%ol~4-yl}propoxy) - 
4-methylphenoxy] -2™methylpropanoate (647 mg, yield 77%) as 
amorphous . 

l H~NMR (DMSO-d 6 ) 8: 1.26 (6H, d, J=6 . 8 Hz), 1.39 (6H, s) , 1.92- 
20 2.12 (2H, m) , 2.05 (3H r s) , 2.56-2.72 (2H, m) , 2.92-3,10 (1H, 
m) , 3.87-4.02 (2H, m) , 6.32-6.41 (IE, m) , 6.43-6.49 (1H, m) , 
6.85 (1H, d, J=8.4 Hz), 7.98 (1H, d, J=8 . 8 Hz), 8.29 (1H, dd, 
J-2.2, 8.8 Hz), 8.39 (1H, s) , 8.74-8.82 (1H, m) . 
Example 376 

25 To a mixture of 3-{3-isopropy 1-1- [5- (trif luoromethyl) -2- 

pyridinyl] -lH-pyrazol-4~yl}-l-propanol (500 mg) , ethyl 2- (3~ 
hydroxy-4-methoxyphenoxy) -2-methylpropanoate (488 mg) , 
tributylphosphine (797 jjlL) and tetrahydrofuran (50 ml) was 
added 1 , i '-azodicarbonyldipiperidine (807 mg) at room 

30 temperature, and the mixture was stirred overnight. The 

reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 
(1:9, volume ratio). A mixture of the obtained oily substance, 

35 IN aqueous sodium hydroxide solution (25 ml) , tetrahydrofuran 
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{25 ml) and ethanol (25 ml) was stirred at room temperature 
for 5 hours. IN Hydrochloric acid (25 ml) was added, and the 
mixture was extracted with ethyl acetate. The ethyl acetate 
layer was washed with saturated brine, dried (MgS0 4 ) and 
5 concentrated. The obtained pale-yellow solid was 

recrystallized from diisopropyl ether-hexane to give 2-[3-{3~ 
{3-isopropyl-l-[5-(trifluoromethyl)~2-pyridinyl]-lH-pyrazol-4- 
yl}propoxy) -4-methoxyphenoxy] -2-methylpropanoic acid (610 mg, 
yield 73%) as colorless crystals, melting point: 106-107°C. 
10 Exaiqple 377 

To a mixture of 3-{3-isopropyl-l- [5- (trif luoromethyl") -2- 
pyridinyl]-lH-pyrazol-4"yl}-l-propanol (500 mg) , ethyl 2- (4- 
ethyl-3-hydroxyphenoxy) -2-methylpropanoate (484 mg) , 
tributylphosphine (797 p.L) and tetrahydrofuran (50 ml) was 

15 added 1 , 1 '-azodicarbonyldipiperidine (807 mg) at room 

temperature , and the mixture was stirred for 1.5 days. The 
reaction solution was concentrated. The residue was subjected 
to silica gel column chromatography, and a colorless oil was 
obtained from a fraction eluted with ethyl acetate-hexane 

20 (3:37, volume ratio) . A mixture of the obtained oily 

substance, IN aqueous sodium hydroxide solution (25 ml) , 
tetrahydrofuran (25 ml) and ethanol (25 ml) was stirred at 
room temperature for 5 hours. IN Hydrochloric acid (25 ml) was 
added, and the mixture was extracted with ethyl acetate. The 

25 ethyl acetate layer was washed with saturated brine, dried 
(MgS0 4 ) and concentrated. The obtained white solid was 
recrystallized from diisopropyl ether-hexane to give 2-[4- 
ethyl-3- (3~{ 3-isopropyl-l- [5- (trif luoromethyl) -2-pyridinyl] - 
lH~pyrazol-4~yl}propoxy)phenoxy]-2~methylpropanoic acid (565 

30 mg, yield 68%) as colorless crystals, melting point: 115- 
116°C- 

Example 378 

A mixture of 2- (3-{3-isopropyi~l~ [5~ 
(trif luoromethyl) pyridin~2~yl] -lH-pyrazol~4-yl Jpropoxy) -3- 
* 5 methoxybenzaldehyde (0.4 g) , tetrahydrofuran (4 ml), methyl 
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methylthiomethyl sulfoxide (0.14 ml) and sodium hydroxide 
(0.04 g) was reacted for about: 5 hours under reflux. The 
mixture was cooled to room temperature and water was added* 
The mixture was extracted with ethyl acetate. The aqueous 
5 layer was further extracted with ethyl acetate. The organic 
layers were combined and washed twice with water* The organic 
layer was concentrated and a mixture of the residue, ethanol 
(8 ml) and cone, hydrochloric acid (0.74 ml) was stirred at 
80°C for about 14 hours. The mixture was cooled to room 

10 temperature and IN aqueous sodium hydroxide solution (10.7 ml) 
and ethanol (20 ml) were added. The mixture was stirred at 
about 7 0°C for 1 hour. The mixture was cooled to room 
temperature and water (10 ml) and toluene (10 ml) were added. 
IN Aqueous sodium hydroxide solution (10 ml) was added to the 

15 organic layer and partitioned. The aqueous layers were 

combined and cone, hydrochloric acid was dropwise added. The 
mixture was adjusted to pH 2.0 and extracted with ethyl 
acetate. The organic layer was washed twice with water, and 
heptane (2 ml) was added. The mixture was stirred at room 

20 temperature for about 0.5 hour. The precipitated crystals were 
collected by filtration and washed with heptane to give [2-(3- 
{3-isopropyl-i- (5-trif luoromethylpyridin-2-yl) -iH-pyrazol~4- 
yljpropoxy) -3-methoxyphenyl] acetic acid (0,30 g f yield 70.3%) 
as pale-yellow white crystals. 

25 1 h— NMR <CDC1 3 )'5: 1.32 (6H, d, J=6 . 9 Hz), 2.1-2.2 (2H, m) , 2.6- 
2.7 (2H, m) , 3.0-3.1 <lH f m) , 3.71 (2H f s) , 3.84 (3H, s) , 4.0- 
4.2 (2H, m) r 6.8-7.1 (3H, m) , 7.90 (1H, dd, J-8.7, 2.2 Hz), 
8.04 (1H, d r J-8.7 Hz), 8.36 (lH r s) , 8.5-8*6 (1H, m) . 
Example 379 

30 A mixture of 2- (3-{3- (1-ethylpropyl) -1- [5- 

(trif luoromethyl)pyridin-2~yl] -lH-pyrasol-4-yl }propoxy) -3- 
methoxybenzaldehyde (585 mg) , tetrahydrofuran (5.85 ml) , 
methyl methylthiomethyl sulfoxide (0.193 ml) and sodium 
hydroxide (0.049 g) was stirred for about 5 hours under 

35 reflux. The mixture was cooled to room temperature and water 
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was added. The mixture was extracted with ethyl acetate and 
the aqueous layer was further extracted with ethyl acetate . 
The organic layers were combined, washed with water r and the 
organic layer was concentrated, A mixture of the residue,, 
5 ethanol (10.5 ml) and 4N hydrochloric acid-ethyl acetate (3.05 
ml) was stirred at about 80°C for about 1 hour. The mixture 
was cooled to room temperature. Saturated aqueous sodium 
hydrogen carbonate was added, and the mixture was extracted 
with ethyl acetate. The organic layer was washed with water r 
10 dried over anhydrous magnesium sulfate and concentrated under 
reduced pressure to give ethyl [2- (3-{3- (1-ethylpropyl) -1- [5- 
(trif luoromethyl) pyridin-2-yl] -lH-pyrazol-4-yl}propoxy) — 3- 
methoxyphenyl] acetate (537 mg r yield 82%) as an oily 
substance. 

15 1 H-NMR (CDC1 3 ) 8: 0. 8-0.9 <6H, m) , 1.2-1*3 (3H r m) , 1.6-1.8 

(4H, m) , 2.0-2.1 {2H, m) , 2.6-2.7 (3H, m) , 3.68 (2H, s) , 3,85 
(3H, s) , 4.0-4.2 (2E r m) , 6.8-6.9 (2H, m) , 7.0-7,1 (1H, m) , 
7.94 (1H, dd r J-8.7, 2.2 Hz), 8.04 {1H, d, J=8.7 Hz), 8.33 
(1H, s) , 8.6-8.7 (1H, m) . 

20 preparation Example 1 {Production of capsules) 

1) Compound of Example 1 30 mg 

2) Finely divided cellulose 10 mg 

3) Lactose 19 mg 

4) Magnesium stearate 1 mg 



1) , 2) f 3) and 4) are admixed and filled into a gelatin 
capsule . 

Preparation Exaiaple 2 (Production of tablets) 



25 



Total 



60 mg 



30 



1) Compound of Example 1 



30 g 
50 g 
15 g 
44 g 



2) Lactose 



3) Corn starch 



4) Carboxymethylcellulose calcium 

5) Magnesium stearate 



35 



1000 tablets 



140 g 
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The whole amounts of 1} , 2) and 3) and 30 g of 4) are 
kneaded together with water and the mixture, after vacuum 
drying r is granulated. The granular mixture is admixed with 14 
g of 4) and 1 g of 5) and the resulting mixture is tableted 
5 using a tableting machine, to give 1000 tablets each 
containing 30 mg of compound of Example 1. 

Industrial Applicability 

The compound of the present invention is superior in a 
10 hypoglycemic action, a hypolipidemic action , a hypoinsulinemic 
action, insulin resistance- improving action, insulin 
sensitivity enhancing action and retinoid-related receptor 
function regulating activity, and can be used as an agent for 
the prophylaxis or treatment of diabetes (e.g., type 1 
15 diabetes, type 2 diabetes, gestational diabetes); an agent for 
the prophylaxis or treatment of hyper lipidemia (e.g. , 
hypertriglyceridemia , hypercholesterolemia , hypo-high-density- 
lipoproteinemia, postprandial hyperlipemia) ; an agent for 
improving insulin resistance; an agent for enhancing insulin 
20 sensitivity; an agent for the prophylaxis or treatment of 

impaired glucose tolerance [IGT] ; and an agent for preventing 
progress from impaired glucose tolerance to diabetes. 

This application is based on patent application Nos* 
25 2002-151405 P 2002-287161 and 2003-16748 filed in Japan, the 
contents of which are hereby incorporated by reference. 
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CIx&TMS 

1 * A compound represented by -the formula 



15 



20 



30 



(^*^ — Cj^) X£Hra ~ Xb ~ Yb — (^C^ (C=0) ~R (|) 

5 wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a l,2~azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

10 are the same or different and each is a bond, -0-, 

-3-, -so-, ~so 2 -, -co-, ~cs-, -cr^or 2 )-, -M 3 -, -CONR 3 - 
or -NR 3 CO- {R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 
25 R represents -OR 4 <R* is a hydrogen atom or an optionally 

substituted hydrocarbon group) or ~&R 5 R 6 (R s and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
provided that, 

(1) when the 1,2-azole ring represented by ring B is 
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pyrazole, ring C is not thiadiazole or oxadiazole; 
(2) when the 1,2-azole ring represented by ring B is 
isoxazole, ring C is not an optionally substituted 
pyridone ; and 

5 (3) when the 1,2-azole ring represented by ring B is 

pyrazole and Xa and Xb are each a bond r ring C is not 
a benzene ring, 
or a salt thereof* 



10 2 . The compound of claim 1 , wherein the ring represented by 
ring A is an aromatic ring. 

3* The compound of claim 2, wherein the aromatic ring is a 
benzene ring, a pyridine ring or a pyridazine ring. 

15 

4. The compound of claim 1, wherein the l r 2~azole ring 
represented by ring B is pyrazole. 

5. The compound of claim 1, wherein the substituent that ring 
20 B is optionally further having is a hydrocarbon group. 

6* The compound of claim 1, wherein the substituent that ring 
B is optionally further having is an alkoxy group. 

25 7 . The compound of claim 1 r wherein Ya is Ci~ 6 alkylene or C 2 -6 
alkeny lene * 

8. The compound of claim 1, wherein Xb is -O- , -S- r -SO-, 
-S0 2 -, -CO-, ~CR a (0R 2 )-, — NR 3 — , -COOTt 3 - or -NR 3 CO- (R 1 is 

30 hydrogen atom or an optionally substituted hydrocarbon group, 
R 2 is a hydrogen atom or a hydroxy-protecting group r and R 3 is 
a hydrogen atom f an optionally substituted hydrocarbon group 
or an amino-protecting group) . 



9 . The compound of claim 1 , wherein the monocyclic aromatic 
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ring represented by ring C is a benzene ring. 

10. The compound of claim 1, wherein the monocyclic aromatic 
ring represented by ring C is pyrazole. 

5 

11. The compound of claim 1, wherein R represents -OR 4 <R 4 is a 
hydrogen atom or an optionally substituted hydrocarbon group) . 

12. The compound of claim 1, wherein Xa is a bond. 

10 

13. The compound of claim 1 , wherein Xb is -O-. 

14. The compound of claim l r wherein Yb is a bond. 

15 15. The compound of claim l r wherein Xc is a bond or -0~. 

16. The compound of claim 1, wherein Yc is C^ 6 alkylene or C 2 -e 
alkenylene . 

2° 17. The compound of claim l r which is 3- [l-phenyl-3- (4-{3- [4- 
{ tr if luoromethyl) phenyl] -5-isoxazolyl}butoxy) -lEHpyrazol-5*- 
yl] propionic acid; 

2- [3- ( 3- {3~ethoxy-l-[ 5- {trif luoromethyl) -2-pyridyl] -1H- 
pyrazol-4-yl }propoxy ) phenoxy] -2-methylpropionic acid; 

25 3- [2-ethoxy~4~ (3- { 3-ethoxy-l- [ 5- {trif luoromethyl) -2-pyridyl] - 
lH-py r a zol-4-yl}p r opoxy ) phenyl ] pr opi oni c acid; 
3™ [3- (3-{3~ethoxy~l- [5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazol-4-yl}propoxy) -l-phenyl-lH-pyrazol-5-yl ] propionic acid; 
[l-phenyl-3- (4-{3-propyl-~l- [5- (trif luoromethyl) -2-pyrIdinyl] - 

30 lH-pyrazol-4-yl}butoxy) -lH-pyrazol-4-yl) acetic acid; 

[2- (3~{3~isopropyl~l- [5- (trif luoromethyl) -2-pyridyl] -1H- 
pyrazol-4-~yl}propoxy) -3-methoxyphenyl] acetic acid; 
[2- (3- {3- (1-ethylpropyl) -1- [5- (trif luoromethyl) -2-pyridyl ] 
pyrazol-4-yl)propoxy) -3-methoxyphenyl] acetic acid; 

35 (2™ {3- [1- (5~chloro~2-pyridyl) -3- (1-ethylpropyl) ~lH-pyrazol-4- 
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yl]propoxy}-3-methoxyphenyl) acetic acid; 

[3-ethyl-2- (3™ { 3-isopropyl-l~ [ 6- (trif luoromethyl) pyridazin~3- 
yl] -lH-~pyrazol~4-yl}propoxy) phenyl] acetic acid; 
j2- (3~{3-isopropyl-l~ [6- (trif luoromethyl) pyridazin-3-yl] — 1H— 
5 pyrazol~4-yl}propoxy) ~3-methoxyphenyl] acetic acid; 

[3- (3-{3-isopropyl-l- [5- (trif luoromethyl) -2-pyridinyi] -1H™ 
pyrazol^-yllpropoxyJ-l-methyl-lH-pyrazol^-yl] acetic acid; 
[l~ethyl-5- (3-{3-isopropyl-l- [5- (trif luoromethyl) -2- 
pyridinyl] -lH-pyrazol-4-yl }propoxy) -lH-pyrazol~4-yl3 acetic 
10 acid; 

[l-ethyl-5- (3- { 3-propy 1-1- [5- (trif luoromethyl) -2-pyridinyl] - 
lH~pyrazol-4-yl}propoxy) -lH~pyrazol~4-yl] acetic acid; 
(2-{3-[l~ (5-bromo-2~-pyridinyl) -3- (1-ethylpropyl) ~lH-pyrazol-~4~ 
yl]propoxy}-3-methoxyphenyl) acetic acid; or 
is [ 2 - (3~{3~tert"~butyl-~I-~ [6- (trif luoromethyl) pyridazin-3-yl] -1H- 
pyrazol~4-yl }propoxy) -3-methylphenyl 3 acetic acid, 

18, A prodrug of the compound of claim 1 or a salt thereof. 

20 19* A pharmaceutical composition comprising the compound of 
claim 1 or a salt thereof or a prodrug thereof. 

20. An agent for the prophylaxis or treatment of diabetes, 
which comprises a compound represented by the formula 

25 




wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, -0~ r 

-s-, -so-, -so 2 -, -co-, -cs-, -crMor 2 )-, -nr 3 -, -conr 3 
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or -NR 3 C0- (K 1 Is a hydrogen atom or an optionally 
substituted hydrocarbon group, R z is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 

having 1 to 3 substituents ; and 
R represents -OR* {R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR S R 6 (R 5 and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

21. An agent for the prophylaxis or treatment of 
hyperlipidemia , which comprises a compound represented by the 
25 formula 



15 



20 




wherein 

ring A is a ring optionally having 1 to 3 substituents; 
ring B is a l,2-a:zole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, 
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-S^ f -SO-, ~S0 2 ~, -CO- r -CS~, -CR^OR 2 )-, -NR 3 -, -CONR 3 - 
or -NR 3 CO- (R l is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group , and R 3 is a hydrogen atom, 
5 an optionally substituted hydrocarbon group or an 

amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 

Yb and Yc 

io are the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

15 £> represents -OR 4 (R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR 5 R 6 <R 5 and R 6 are 
the same or different and each is a hydrogen atom r an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 

50 form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

22. An agent for the prophylaxis or treatment of 
25 arteriosclerosis, which comprises a compound represented by 
the formula 




wherein 

30 ring A is a ring optionally having 1 to 3 substituents; 

ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 
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are the same or different and each Is a bond, -0-, 
-S-, -SO-, -S0 2 -, —CO— , -CR^OR 2 )-, -NR 3 ~, -CONR 3 - 

or ~-NR 3 CO- (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-pro tec ting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms ; 

Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents ; and 

R represents -OR 4 (R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or ~NR 5 R 6 {R 5 and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
provided that, when the 1,2-azole ring represented by 
ring B is isoxasole, ring C is not an optionally 
substituted pyridone, 

or a salt thereof or a prodrug thereof. 

23* An agent for the prophylaxis or treatment of impaired 
glucose tolerance, which comprises a compound represented by 
the formula 
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ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

5 are the same or different and each is a bond, -O-, 

-SO-, -S0 2 -, -CO-, -CS~, -CR x <OR 2 )-, -HR 3 -, -CONR 3 - 
or -NR 3 CO- (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
io an optionally substituted hydrocarbon group or an 

amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

15 ar e the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

20 R represents -OR 4 (R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR 5 R 6 (R 5 and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 

55 form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof . 

24. A retinoid-related receptor function regulating agent, 
30 which comprises a compound represented by the formula 




wherein 
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ring A is a ring optionally having 1 to 3 substituents; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

5 are the same or different and each is a bond r -O-, 

~S-~, -SO~, -30 2 -, -CO-, -CR^OR 2 )-, -NR 3 - , -CONR 3 - 

or ~NR 3 CO- (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group r R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
io an optionally substituted hydrocarbon group or an 

amino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 

Yb and Yc 

15 are the same or different and each is a bond or a 

divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms ; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

20 R represents -OR 4 (R* is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR 5 R 6 (R 5 and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 

25 form, together with the adjacent nitrogen atom, an 

optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 

25. The agent of claim 24, which is a peroxisome prolif erator- 
30 activated receptor ligand. 

26. The agent of claim 24, which is a retinoid X receptor 
ligand* 

55 27, An insulin resistance improving agent, which comprises a 
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compound represented by the formula 




wherein 

5 ring A is a ring optionally having 1 to 3 substituents; 

ring B is a 1,2-azoie ring optionally further having 1 to 3 
substituents ; 

Xa, Xb and Xc 

are the same or different and each is a bond, -0-, 
10 ~ S ~, -SO-, -30 2 -, ~C0- r ~CS~, -CR x (OR 2 )*-, ~~NR 3 - , -CONR 3 - 

or -HR 3 CO- (R a is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
is ainino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
20 divalent aliphatic hydrocarbon residue having 1 to 20 

carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

R represents —OR 4 (R 4 is a hydrogen atom or an optionally 

25 substituted hydrocarbon group) or -NR S R 6 (R 5 and R 6 are 

the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 
form, together with the adjacent nitrogen atom, an 
30 optionally substituted heterocyclic ring) , 

or a salt thereof or a prodrug thereof. 



28. A method for the prophylaxis or treatment of diabetes in a 
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mammal in need thereof, which comprises administering to the 
mammal a compound represented by the formula 




5 wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is a 1,2-azole ring optionally further having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, 

-SO~, -30 2 ~, -CO", -CS^, -CR^OR 2 )-, -MR 3 - f -COHR 3 - 
or ~-NR 3 CO~~ (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
amino-protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 

having 1 to 3 substituents; and 
R represents -OR 4 <R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -NR 5 R 6 (R 5 and R 6 are 
the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 5 
form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 
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29 • Use of a compound represented by the formula 




wherein 

5 ring A is a ring optionally having 1 to 3 substituents; 

ring B is a 1,2-azole ring optionally farther having 1 to 3 

substituents ; 
Xa, Xb and Xc 

are the same or different and each is a bond, -O-, 
10 - S - r -SO-, -30 2 - r -CO-, -CS-, -CRMOR 2 )-, -NR 3 - f -CONR 3 - 

or -NR 3 C0~~ (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
a hydroxy-protecting group, and R 3 is a hydrogen atom, 
an optionally substituted hydrocarbon group or an 
15 axnino-protecting group) ; 

Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
Yb and Yc 

are the same or different and each is a bond or a 
20 divalent aliphatic hydrocarbon residue having 1 to 20 

carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
having 1 to 3 substituents; and 

R represents -OR 4 (R 4 is a hydrogen atom or an optionally 

25 substituted hydrocarbon group) or -NR 5 R 6 (R 5 and R 6 are 

the same or different and each is a hydrogen atom, an 
optionally substituted hydrocarbon group or an 
optionally substituted heterocyclic group, or R 5 and R 6 
form, together with the adjacent nitrogen atom, an 
30 optionally substituted heterocyclic ring) r 

or a salt thereof or a prodrug thereof, for the production of 

an agent for the prophylaxis or treatment of diabetes. 
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30. A GPR40 receptor function modulator comprising a compound 
represented by the formula 




wherein 

ring A is a ring optionally having 1 to 3 substituents ; 
ring B is 1,2-azole ring optionally further having 1 to 3 
substituents ; 
w Xa, Xb and Xc 

are the same or different and each is a bond, -O-, 
-S-, -SO~, -SO z -, -CO-, -CS-, -CR x (OR 2 )-, --NR 3 ~- , -C0NR 3 - 
or -NR 3 CO~ (R 1 is a hydrogen atom or an optionally 
substituted hydrocarbon group, R 2 is a hydrogen atom or 
15 hydroxy-protecting group, and R 3 is a hydrogen atom, an 

optionally substituted hydrocarbon group or an amino- 
protecting group) ; 
Ya is a divalent aliphatic hydrocarbon residue having 1 

to 20 carbon atoms; 
20 Yb and Yc 

are the same or different and each is a bond or a 
divalent aliphatic hydrocarbon residue having 1 to 20 
carbon atoms; 

ring C is a monocyclic aromatic ring optionally further 
2S having 1 to 3 substituents ; and 

R represents -OR 4 {R 4 is a hydrogen atom or an optionally 

substituted hydrocarbon group) or -HR 5 R 6 (R 5 and R 6 are 
the same or different and each is a hydrogen atom f an 
optionally substituted hydrocarbon group or an 
so optionally substituted heterocyclic group, or R 5 and R € 

form, together with the adjacent nitrogen atom, an 
optionally substituted heterocyclic ring) , 
or a salt thereof or a prodrug thereof. 
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31. A production method of a compound represented by the 
formula 



Xa-Ya-Xb-Yb — — Xc ~ Yc ~" ~ 0H ( I ~5) 

wherein the symbols in the formula are as defined in claim 1, 
or a salt thereof, which comprises subjecting a compound 
represented by the formula 

Xa~Ya-Xb-Yb-^^^ (C-0) -OR 12 ( |»4) 

wherein R 12 is an optionally substituted hydrocarbon group and 
other symbols are as defined above, or a salt thereof to a 
hydr olys is reaction * 

15 32. A production method of a compound represented by the 
formula 






Xa- (CH 2 ) n-CH 2 



-OH (11-1) 



wherein n is an integer of 0 to 5 and other symbols are as 
20 defined in claim 1, or a salt thereof, which comprises 
subjecting a compound represented by the formula 




Xa- (CH 2 ) n-R 



11 



(VII!) 



wherein R 11 is CHO or COOR 13 (R 13 is an alkyl group having 1-6 
25 carbon atoms) r and other symbols are as defined above, or a 
salt thereof to a reduction reaction. 
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(ay n-R 



(IX) 



wherein n is an integer of 0 to 5, R 13a is CH 2 OH, CHO or COOR 14 
(R 14 is an alkyl group having 1-6 carbon atoms) , and other 
symbols are as defined in claim 1, or a salt thereof. 
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